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(57) Abstract: Melanin concentrating hormone antago- 
nists containing compounds of the general formula (I) or 
salts thereof are useful as preventive or therapeutic drugs , 
for obesity and so on wherein Ar' is an optionally sub- 
stituted cyclic group; X and Y are each independently a 
spacer having a C,^, main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R 1 and R 2 are each 
• independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R' and R 2 together with 

' • • ■ • • • ' the nitrogen atom adjacent thereto may form a nitrogenous 

heterocycle, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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[5*»K Ar H;m&S£WLWT : fe<fcV>3B#a£ ; 
Y £ <t t> Kg&Sfc *T t T ViT t> J: H'&SaHfiJRia&J&JSS L/ T «fc < , R 
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m m m 

10 n-kftmitthz^ft* gr<<D*kmzt-DT, x<z\t<D^u^n^-v 
tote®, m&ft®\zm%*£±?tmi$f£&timmz&^tftii];. 

15 mz)&m(Dfk&&$-KZ>z\t\z&Y). mffi& J $>M]ffi$:hrct>~?z\bh£<%i 

-15. uy , ?>\zftm2nz&&Mffi®Tfimft&£<&^tc2noo& 
M&<Dffl%tfM®*>nT^z> B tefrv^t^-yUMftji^y (£TF> mch 

T'&SK&^fr 1 ^ XEfT^Xtifc^T, $&§#W^K:M'>U 
#:Sfc@^££#$g££nT^5 [^-f^-f- (Nature) , 396 670 
1998 o £ft£<2£ MCH^^T^nOTtlfct^^^S 
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1) TO98/38156 3 7$ o< • MM^tt^S 



AStt^ -X-Ar 6K^J±fflffi<!:HSIt£*T) T3l£ft5S<Z) 

Sg©ftK:M&g££ 6 f-W b WT feci; ^ 4 fci> b 8 MSSSaVr. fcfc* U 

2) W095/32967 Ctt, 5HT1D 7>^-* b£H££W U £8«tfFJS&2:® 
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R *&&ZSR 5 \m£LT7mtt\Z C 1 _ 6 7;l/*;i' ; 
mli0fcV>L4 ; 

3) W098/15274 Kltt, taBMttfSH££#U 7;i^A^T-^&£©3fc## 



15 [5£+, Ar&7x-JU&££ ; X«-0-*fcte-S-£ ; YttCR 6 ^- 

- (ci-c6)'7;wu&;R l is«J;^R 2 ttffli[LT- (ci-c6) 7;w^ 

4) EP533266fcKk 5HT1D 7>&3=-7> MStt*£"U &SOTI&<!:£>& 
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Y-Ar 




WO 01/82925 



PCT/JP01/03614 



4 



1 1 

— N N — R 



5) DE2502588 Kite, /jNM*S&£0&#;ffl#£ft3> 5£ 



Kt, R'te, Me, Et&£©M7;M^£; NR'R'te. NH 2 , NHMe E 

<D—Wl7S.>> NEt„ NBu,&££>-$75>, pyrrol i dinyl , piper idinyl , 

10 morpholinyl tzZomWiT R 4 ££tfR 5 tt, #£, Me&c!:tf){g$7^ 
3M1/, 0Me&£<D«7;i/3^v\ Any>$; R 6 te, zK^.Me.Et 
$&7>Mr;l/£; R 7 te, H, Me, Et ft£tf>«7;Wl', COR 8 (R 8 «7;m^->, 
7U-;M"=^X NR 9 R 10 , (NR 9 R'°te, NH 2 , NHMe t££(DW®ZnXXb £V> 
— $fc75>, NEt 2 , NBiii&£tf):r$7$ >, pyrrol idinyl, piper idinyl, 

15 morpholinyl &£<Z)gi#7S ») £; A te, -CH r , -CH 1 CH r ^t*(D7;i/^;i/^ 

6) V^—irjV dr5^;Uy-y-^Xx^-(J. Chem. Soc), 4678 

(1962), &Z>W3.zS J r-i-)V ^ ^xPlM^ U h U — C J - 

Heterocycl. Chem), 24, 345 (1987) ^^fPffl^^1"^>, 5£ 
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(I) 



[5£4u Ar H£fi&S£*rbT^Tt><fc^gt$a£ ; 
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io 2) r '^xs^^m-^mt^xymm^rcummm^^T^x 

Ycbtfe C S W L/T «fc V^S*a*5B S MIB 1 ) IBIS 

4) JE*^©^ W • i&Sftyc&Sflrffi 1 ) mmoM ; 

5) ^ 

Ar'— X— Ar— Y— N( (f) 

; : , )r 2 --'' 

20 [5S+> Ar 1 tttt&8&^UTVvtfc«fc^iattg& ; 

XHiCONR 8 , NR 8 C0 (RMizK&ISC^ J\n7>4k2nx^Xh£^C !_ 6 

7;u*Jk APyMbsnx^T'b.kVi c ^eTJM^-ft^fcJk Any 

>fc£ft Wtfc J;^ C ^sTW^^^-^^St) , 0C0 Sfctt COO £ ; 
Y teiHOlH^C 1 fcU b 6 <D7,^-+J— £ ; 
25 Ar ttfi&£££bT^Tt>«fc^lBS££3Sa3#S3£ ; 
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Y <h 1 1> \Z fi&g * W l> T V i T t> «k V ^ ^ % £ b T ^ T t> «fc < , R 
. 2 ttBST.SS*S^ Y£<4;tf Ar fcfcfck:ttftg£^UTV*T ! &«J:Vv£g 
5 *#SS£J&£bWT'fe«k^. fcfcU X^CONR (RffcK&IK^SfcteC 
!_ 6 7;V^^T) TfcSfctr, Ar ttAD^>, kh'D^y, C 1 _ 6 7Jl/ 
+MfcttC 1 . 6 7;V3*'>S ; tnfni*ittt2fitbTWfej;H> 
H-;U*fef^>X^^/-^^< ; XWONH Ar &7 

6) X 1 3&«CONR B *fcttNR 8 CO (R 8 «7jc^^ ADV XtSnWT t> £ 

is c 1 _ 6 7;wi/, AD^x^tiwfei;^ c ^eT;^;!/-*;^-^ 
15 ADy><b*nTViTt>«kViC 1 _,7;w^;^-;i'&^'f) xa&o, r 1 

* < fcrJCR 2 ^-SfcttS35:oT7k*lS : FSfcttfi«S*WUTlr»Tt>«fcV» 
20 $J ; 

25 ; 

9) Ar 1 ^ APy>gf, ;NPy>fkSnT^Tfc<fclrSC 1 _ 6 7;U*;^«k 
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10) Ar 1 ^ fiaS*#bT^Tt><kViC 6 . 14 7U-;PTfi^nTViT 

1 1) X^CONH^fcttCOOT&SffifBS) IBKOflS^ ; 

1 2) Ar T*$n**l^#S^#3l5& J K5S*9&^b 1 4©»^^»S5Sr 

1 3) ArTf^$nsH6^S^S5!l*«l 0 £ffi££B35£##»i«$a , T?& 

§ iiia 4) Eicftpft ; 

1 4) Ar T?*sns«^a^#at^^ u >*fc«^-7^ u>r$>zm 

IB 5 ) SBKGKt'&tt ; 

10 15) X 1 ^CONR 8 £fcteNR 8 C0 (R 8 1***^ . AnVXfcSftWrfc 

Jk AO$*>fc£ttWTfc«kViC 1 _ 6 7JW^^*-^S^'t) ~?$>K), 
Ar U >i£tcfci-72U>T-$>Z>fi(im 5 ) ISftOft^ ; 
16) YT*7fi-isnZ>±m<Dm?& Ifc^ls 6 <D7.^— 9— -0-, -S-, 
15 -co-^ _so-, -SO 2 -, — NR 8 — (R'ttzK^M^ AD^xusntu 

Tfc<fcv> c 1 _ 6 7;k*;k Any Wb*nT^Tfe«t^ c 1 _ t 7)V*)i>-i3fr 

&^L3 2ffigT&3MfB4) I3«®^* : 

20 17) Y^c 1 _ 3 7;i'+^>T*$^MfB5) saeoft;^ ; 

1 9) «IIS^i^'J>< ^'Jy>. fc^^X tfo'jvx 
u-fyyjyx 1H— T5^7-;k 4,5-"^t HP-1H-- f5^l/-;K 

25. 2,3-vt KP-f>F-;k U.M-fh^tl^D^'J^cttl.UJ 
-fh7tKo^fy+; u>T»Sff8Hi 8) B3«o^te ; 

2 0) flrlB5) f3«©^»*fctt*o«[S^bT^«»Elia^«J: 
2 1) MIB5) um<Dit£®<D-7u Yyyif ; 

2 2) 4' -i7 P n-N-[6-[(N. N-v?^^;k75 7) ^5 1 ;W-2-^"75 L JW [1. 1* - 
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t*7xX>W-4-#Ji/#%tf5 b* ; 

4' □ D-N- [6- (1- tf D ij v - J-)V) -2-j- 7 W [1 , 1 ' - £ 7 x ~ J W - 

4-#;M^it5 h* ; 

4* - 7 M U -N- [2- (1 - tf □ U ^; W -6-* 7 U [1.1 * - f 7 x - 

4' -7 ;^D-N-[2-(l-tf^U y3JWfJW-5-+; U ~M [1,1* -t*7x^ 

;i/)-4-#;i/#*tt5 F ; 

4' D D-N- [2- [ (2-* ?;U-4, 5-v 7 h H D-lH-^f 5 ^/-JM-f ;W * ^ 
;W-6-^/U-;W [l,l'-tf7x-;H-4-*;i/^^^ F ; 
10 4' D P-N-[2-[(2, 2, 6, 6-ef h y*7)V-\-\Z *3\>W-6-*y' 

U -;W [l, r -fc*7xn;H-4-#;W^lt$ F ; 

4- (4-£ P o 7 x V) -N- [2- (1- tf □ U y-JM -6-=^ / U ~J W "1 - £ 

n- [2- a- tr d u w -6-+ y u [1 , i ' - 1* 7 x -4-* 

15 *1t5 F ; 

6- (4-^ ^;i/7 x-; w -N- [2- (1- tr o u v 5p;w -6-* / u ~;w - □ 

>75F ; 

4 _ (4-^ h ^ ->7i -N- [6- (1- tr o u *?=.)), ^ ^; w -2-^- 7 -1 - tr 
20 6-(4-^ N*->7x-;i/)-N-[6-u-tf □ u ^;i/^^;u)-2-^-75 : -;W-3 5 L 

>75F ; 

6- (4- ^ ^ 7 x - ; w -N- [6- (1 - tr □ U * 7 ?)V) - 3 3 1 > 

2 3) it : Ar'-H (XII) 
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L— X— Ar— Y— N( ) (xill) 



5 2 4) Sf^M^^^t5t2l) mmvm ; 

2 6) 5£ (I) TS$nS{b^*fctt*0*0^fi*'«a» , »»-fi!^* 

2 7) 5* (i) T^$n5{b^«isfctt-€-©*sows&asifis i i!i%^s-^i"* 
28) ^ ^-^m*;^ >KiSHT3£m©« • j&ssaj&fii&rsfc* 

15 £ (I) ^^nsfb^^fcttfQlo^ ; 

2 9) JGIi©fSt*Ml«t5fcW. j£ (I) T^Sn5ft^«l* 
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r5*fctt6m^#SilSi*Sj it Lift fllfcfck KlIfK^l:^^- 

6 >, 75>, t?a-;k -f fc^y-;k ?7V-m <73=-7 

y-;k. *-*uv-;k <y*-*-tfV--;k tfu^x tr^^x eus^ 

X £U^vX l,2,4-tW77-;k l,3,4-tW77-^ 1.2,4 
10 2-,3-£fcte4-t!U v^k 2-*fc«3-7UJk 2-.4-SfcB5-f77 

u;k 2-,4-^7c«5-^ityu;K i-3-£fc&'4-fcf^yu;k 2- tf 
^>?-;k 2-, 4-*fctt5-t:u5^-;k i-,2-*fctt3-t:DU;k 1 

UJK 3— <y^+i-yUJk l,2,4-tW77-JV-5-^JK 1,2,4- 

;M-i/x 7>h7ir>fc£)fc£asgtfstts. • 

25 ~4® 9&V>L 14ft, ff*U<tt9*fcttlOR©tfi-&^a^5SrS* 
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"12. 

^It'JX 7xt>b'JyX 7i;f7yX 7x;*ti?>, 7*:? 

t7f'Jyx wjx ->>/u>> #jw\V-;k /s-jum* 

UX 7ityX >x>&£^#tf 

5 6tl5o 

ri^ffilJ ©afcfll <h l/T fcL 1 - ± 7 ; 2 — r 7 ; 2 - , 3 - , 4 
-,5-*fctt8-*yU;U; l-.3-.4-.5-.6-,7-*fctt8->fV*yU 
i-,2-,3-,4-,5-.6-Sfctt7— f >HU;W; 1-, 2-, 4-*fctt 5- 

10 U-U=.;U;2-.3-,4-,5-*fctt'6-^>!/77-;P; 2-,4-,5-Sfctt6 
-^VW V*U ^ ; 1-, 2-, 4-, 6-^>7>f 5 )Vl3.£1fi 

15 f f.fit©7KiHf 1 i^HV^cS$:t*t?.. 

*-tf-v*-;k -<v^f-7-;k 1,2,4-^^77-^ i, 3, 4 

v77-;K l,2,4-^7y77-Jk 1, 3.4-^7 v7V*-Jk */"'J>, 

mm^mmm] <D&#Mt\>x\t> 2-,3-^7 v c«4-ti7x-u^;3 

- (l-±y^)V) -1, U-t+U-y77-;V-5-fJl/ ; 3- (2-^7^;W - 
l,2,4-^^v77-;i/-5-'f;i/;3-(2-^>77^^;U)-l,2 1 4-^ 
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)v ; 3- (2-^>xw/'j ;w -l, 2, 4-^-y-v7 > y-;u-5-^ ;u ; 3- 

(3--f > H U JW -1, 2, i-**D- : J7V-)l>-5-<)\' : 3- > H U ;W 
— 1,2, 4— ttWr V-)V- 5 - -f ;p ; 4 - 7 x - Jl^7 2 -4)V;4 

5 -(2-^>y7 7-;w^77-;v-2— f;i/; 4-7i^-u-tW7 

+t-7-;i/-2-^;U ; 4-(2-fI-;l/)7x'Jl/ ; 4-(3-^x-;w 7x- 
)V ; 3- (3- tf U S?;W 7x-;i/ ; 4 - (3- tf U yJW7xZA ;6-7i^- 
3-lfU^;5-7xr:^-l,3,4-^1f> ? 7yr-;i/-2--r;i,;4-(2-^ 
10 7fJW7x^ ; 4-(2-^> , /77-JW7xZJl/ ; 4,4'-tJ1'7x-JI' ; 
5-7x"-;i/-2-trU^;i/; 2-7x-;l/-5-tfU5v f -;U; 4-(4- 
tf iJ^)7xZJl/; 2-7z-JV-l,3-W;-;i/-5-' OV; 2,4-z? 

7x-jv-i,3-wy-ii/-5-^JV ; 3-7x-;i/-- rv^ity-;i/ 

-5— TJl/ ; 5-7x-;i/-2-7U;P ; 4-(2-7U;W7x-Jl/&£##tf 
15 «=>tl5o 

KTiBLfc r^#^Sj o^Tfe; r^6^^ui4of^fca 

(^U<«2-,3-^fe«4-tf7x^U;i/;6-7x^-3-tfU> ? ;k 
20 5-7x3i;i/-2-tfU^;^<H) J 

•r*^SK5Rtt^b7K3RSj £LT&, C 3 _ 8 ^2 □7JU*;k C 3 

25 7*^;K i/#U*>3-)W y^DA^yJK '>^P / \7°^;K S^ntf^?- 

wrens. 

C s _ 8 '>^D7;^-;i/0^#ffiltbTtt, ->^7o7o^-Jk y7D7f 
-;k y^D^>r-Jl/, i/^D'S+'fe— ;k >/^P^7*7--Jk 
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^m.mmwm i mu E**m tf e> n s . 

15 1. 1. 4-z?ttD->fcEim 

ens. 

L 4 Si5k * 6 h < « 2 3 3S5£) Affile© 1 4S 

L<\zv ztcteio %msm&#%&mmmteE*mft>nz> B jmw 

fctt, ykHD^>777>, v?fcKP^>X<^7-Jk ykFD^> 

25 )Vs ytFDt7h[2,3-b]^7x>, fh7hh*n<WJX rh 

>, f h7.tFD7xt>h l J^>, A+thFo7xyf7yX 
tHD7i7^X fh7kHD7^7y>, f h7tHDt7f'J^ 
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K%$HS (0£b<tet!^Uvx;i/ (fcWJSV) ; kWvx;p; tfp 

5 1sfr\s 8 a©#Sl5£#^««*8S& (fr'*L< tttWJ (tf^U >> 
7) , 1, 3-z?ttV» 

10 

£), -ho, ~>7A AD^>|^nT^Tt>J;UC i-eTMJK kb*P 
15 *>>-C ^.TKJW C ,_ 14 7'J-m->-C ,.,7;WKW, 7x/* 
*>pWPfc£), C I . 6 7MJk-C e . 14 7'J-Jl/-C 2 . e 7^iK^ A 

^;i/7 xrui/xxn^^ a > a p >{bS nx v>t fe «fc v> c 3 _ 6 y$ u 7)V 

3r)l > AD^>ftSnWTt>J;^ C 1 _ 6 7;P^^>', AP^XbSnT^T 

UtUTt) £^ C 7 _ 19 75,MrJl/**v. B&££^bWr*>«kV> C 6 -i 
4 7 y )-)V-tS)Vn=E^)V. 75 7, 75 7-C 1 _ 6 7;U^;K01J, 75/^^ 

)W 75;xfjK Tsy^Ptfjk 75y7^;i/^a, ; &/-c 1 _ 6 7;i/ 
*;U7==/(0!K pwutsa x3\>U75a t*di^7 5A •fVT'ot! 
25 ;utsa 7?)),7 ->*-c 1 _ 6 7;wu7^/(M> >^;U75 

A ^X^UTSA v ? 7 P Dkf;i/75/, v7*5Ml/75A Xf^pWUT 

5/&a, ^y-c 1 _ 6 7;u^;i/7sy-c 1 _ 6 7^;K^ *?ji/75/ 
x^;u7^/?Wk 7°ptf;i/75/*3Mk -rv7Pt!;u75/ 
x^;k j^ws.jttfrug), v-c 1 _ 6 7;u^7 = y-c 1 _ 6 7;i/^ 
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MM. 5?>W5;^^, yX^75/^fik y^D tf;P75 7 * 

?;k sMVT'nt^Krs/x^jk v73^i/7S/x^!/&£), W&M* 
5 ^tfe.n^>c 

Ar ^^Stt* rn^Sj ±ffiB»S*. M®IW«l: l 
x 4 7 U -;k Bftgfc^b WT h «k 5 b 10 M3r#»!lg3SSIS& £ £ 

ci £T> rgm*^bT^xt)ctViC 6 _ a4 7U-;uj rg&g£ 

15 £^fbTVJT'b«fcV*5fcV>L7Sffift5£R75,'J fc^W"* rg&Sj 

b&IB rADywb$tiT^Tt>«kViC 1 . fl 7;wi'j tbxte, fclfctf, 1. 

20 fcV*U5ffl, £?£b<te 1 &l^L 3fflOAPy>M^(<»J» 7v3§» H 
3& 3«7*ft£)£:WLWr'b«fcV>C ,. S 7JWH«, *3=-;k X^;k 7 
□ tf;k -Y77*Pt!;k 7*^;k -fVT^Jk sec-7>;k tert-7>Jk 

^;k v7Jk^O*3Mk HJ^PP^Wk hU7;k*P*^k x^;k 
26 Z-yntl^Jk 2,2,2- HJ7;M"PX3\ik ^>^7JWPIfJk 7* 
PtfJk 3,3,3- hU7;U*07*0K;k -fV^P^k T^k 4,4.4- h 
U7JktD7*3Mk -fVT^k sec- T^k tert-7^;k <>?)l. -f 
7^>?Mk ^t'Of ik 5, 5, 5- h iJ 7MP^>m ^\*->;k 6,6,6 
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tufE rAPyXbSnWTfci:^ C ^eTWj \Z&VZ> C ,.,7^1/ 
tf£tf6>n*. 

tulB rApy>{b$nT^Tt>«k^c 3 _ 6 ">^o7;wwj tbxtt, ftix. 

5 lfc^b5<H, £?£L<tel &V>b3il<DAPy>IiW L (#!K 7y&, % 

3!)*fti') St IT^TfeJ:^ C D7»(#J, <>^n 

7Ptf;X ->#p73MX >>^D^>^JW v^PMr^&^&^W 
5ns. JMWflfcbTtt, :>?P7°Ptf;i/, ->£D7^;k *>£m^>^;k 
z/9W\*rz/M M-v^PPv^P^iXk 2,2,3,3-f h77MD 

io v^n^>^;k 4-7 pps^? p^^^fc£#^tf £>n&o 

lh^>, 2,2,2-hiJ7Jl/tDIh+-X 7p#*S/, <V7D^X 
7h*-X 4,4,4- hU7;l^P7h*v\ fV7h*->, sec-7h*X 

ttrlB r/NP^Wb^nT^Tfeck^c 1 _ 6 7^u+;u^^j <turtt, mz.& 

x?;i/^*, 7PtfJi/^^, -<y7Ptr;i/^, sec-73MU^ 
=i\ tert-:/^;^#fc£)fc£j&«:f&n*. AftWibm fli^tf*?- 
frtt* v7Md^w^ hU7;i/^-p^^;u5 : -^-, x^jh 1 *-, 7° 
25 DWt, -fy7Ptf;u^^-. 75 1 ;i/5 1 ^, 4,4,4-hU7j^p7^;u^ 

HE riIWLTWt)J;^C 7 . 19 77m l"C 7 _ 19 7 
h'j7x-JMfiK l-^^pWk 2--f7^^^;k U-77X 
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-;UX^;K 3-7x-J^Dt:;K 4-7xZJ^Jk 5-7i-M>f 

5 1 _ 3 7Ji^i/>;^**->(0 i .K ^i^s?**^ x?^ a, - 

hn, ->7A APy>ft*nTViTt>«fcvsc a _ 6 7;WK Aoy>fbsn 
TViTt>«kv> c 5 . a ->^D7m Any^bsnTViTt) c ,.,7;v 

APy>ft£ftTVn:t>J;V>C is7)V*)Vtts tHP.^X 75 

a t/-c 1 _ 6 7;^;i/7^y(^, *^;u75 a -x^kTs a ^ntr 
io ;kT5A -i*v:7W;i/73- A > 5 -c 1 _ 6 7;WP7 
sacau w;i/75A ^x^i^sa ^-/Dt^i/TSA v^;i/7 
>a x^y^krs/fta, 7 = ;-c 1 . 6 7m(i, 75/pWk 
7syxfjk 7^y^ntf;k jssttvfcZ)* ^/-c ,- 6 7W 
75/-c 1 . 6 7MJKE ^wkr^AWk x^krsAWk 7 0 
15 ptf;kr^y A^;k yyntr;P7 5 yxf;k ^krs/x^&a, 
v-c 1 _ 6 7J^;u7^y-c ,.,mjKffl. y^^75;/m >>x 
5P;kraA>wk ^yntf^s/^^k ^y^DWSyifJk 
v7*5P;u75/x^ji/&£), *;ks;k #;ki^-x *;i//^;k 

20 _ 6 7;k^^->-^;k#x;KM> y h^~>#;k#xjk x s^^;k^-;k 

y-c 1 .,7;w-*;w\ , HiKE xy^;k^;w\^-r;k yxww 
^At-Ok x^k>Wkfc;k\'^;kk£), ADyxb^nt^Tfeiu 
25 c 1 . 6 7M;^M-jk *;k=;k7SA AP^>{b$tiT^Tfe«k^c 

,.57^-*;^= h\ C ...T^+J'-A^WS K(#K * h 

yh^->*;k^+if5 K^i*), c 1 _ 6 7;k^;kx;k^x;k7^y (0a, 
7jk*x;k7^A x^;U7.;k^x;kT5y^<h*), c 1 _ 6 7;k^;i/-^;k^ 
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#jU#x;k*^>(F!K * h*i/#;ktfx;kt3rX ih^y^i^-M^ 
-X 7^*X#;kfc;k<}-*X 7b*i'ti)\'X~)Vj-3ri'fc£). 
C 1 .,7W-*Mt'f^i/(f!, ;>Wk^;i/A^;k**X 

5 ;i/#;UA^;kr*X££), ^-c 1 . 6 7j^;i/-*;wi : E-f;^+->(^ 

_ 6 7;m3rXi , rAniyxtsnwrfccfc^c ^rfr&vtt} tL 
15 tulB rAPyxk^nT^Tfei^ c ,.,7;w-*W-;pj £ ltwu 
7-fe^k ^n/ty-rjk ?$j^)v. ^>^y<;k ^+>-y-r;^a^ 

20 h<J7;^n7ii^;k HJ#PP7-fe3Mk ypAV<;k T^/i'jk 
Mis r/\nyw^nT^Tfect^c 1 _ 6 7;u^;ux;^-;uj tuxtt, 

26 ^^;p^;u*-;k x^;kx;k*xjk 7p tr;kx;k*x;k -rv^ntr^ 
7jk*x;k y*^;i/7s;kiN-jk sec -73\>kxjk*x;k tert-73Mk7ji/ 
#:i;pfc£)fc£a*#tf&n*. jy*:#gi:LT«> 0j*fc£*3\>i/*;kfc-;k 
v7jk*p*^Jkx;k*x;k HJ7;u#n*3^*;kfc-;k x3MU7ji/ 
*x;k t*d t?;i/7Jk*x;k -f y^Ptf;kx;u^x;k 7*5\>kx;i/*-jk 
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4,4,4- H^ktn^i/TjMwjk ^>3 1 ;ux;i'fc;h ^->^x;u 

5 7 7l, ft*, 3^7*fef)*WbT^Tfe«fcViC 1 _- a 7JV'^-*;i' 

7-feh75h\ •/□/^>7^h% 7* >7S Kfc 
^VfSns. H#09£LT«, 0U*.tf7-feh75F, hU7^D7"feh7 

I&IB r«iftS*WbT^Tt>«kiriC 6 _ 14 7U-;^*'>j fcfctta rc 6 _ 

y7x^WW+->, b'j7i-JWfmy, 1-^-7^^ 
15 ^;I/^X 2-^-7^Jl//?;^*X 2.2-5?7x^;UX^^"X 3- 
7i^l/7°nm=t : y, 4-7x-;Uy^;^4 1 X 5-7i-M>^ 

sai3 rB^s^bT^Tt)=t^c 6 _ 14 7'j-;p-*;w\* ; E-r;uj 
& rc 6 _ 14 7U-JU-*JW\* ; E<;uj tLTtt, ^x-ju^jwtt 

14 7'J-;p-a;ww;uj fcfcits re&gj tbxtt, sata rfi&»£ 

25 WUTViTt>«fcV>C 7 _ 1B 77;WI/J iCfettS rg$gj fcl/rflJ^Lfcfc 
MfB rg^g^WbT^T i b t t^5^^b7MtSftS^7=yj 
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AOyXbSnt^TfeJ;^ C ,.,7 W-AM-^ AD^>{kS 

nxvixt) J;^ c 1 _ 6 7;^;ux;^^;w fi&g£Wbxv*x ! fc<i:^ c ^ 
4 7>j-;k «*s&wtwTfe«kViC 7 _ 19 77JWk mm*£Wlx 

10 ViTt>«fc^C 6 _ 14 7U-;P-*;i'si5-;k LTWrfe«J:H 5 frtr> 

5^;k ih^^fjw , c 1 _ 6 7;k^+v-^;k^n;u ^h^->^;p 

#-Jk yD|^->AJ», tert-^b^->^^ 

■ciin?, r/\ay>{bSttTvvr*>«fc^c 1 _ 5 7JWk > rg&gsrWb 
WTfe«k^c 7 _ 19 77;w+;i'j tuxrau ^*v£nMfB rg&g^bx 

20 rAny>fc$nwT i b«fc^c ^.TiW-M^j , r/\uy> 
Ytsftwxfe.fcuc 1 _ 6 7;k^;k^;k^-;k | ti/Tit tasH rfi$S£W 
i/WTfc«kir>c 7 _ 19 7 7;M t ;ki rg&gj tLxm^btzho 

rfijftS*^LTv»Tt>«tvi c 6 _ 14 7U-;uj \zmz> rc 6 _ 14 7U-;ki 

25 <hLX«> mfUii. 7z-JK l-^75Mk 2-^7^Jk 2— T >x-;k 
K rg&g£WLX^Xt>ckV>C a _ 14 7U--Jkl KfcttS Tfi^gj 

xte> Msa rgfts^UT^Tfe«fc^c 7 _ 19 77;u^;uj tfctt* 
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rBjfes*wi/T^Tt>«k^c 6 _ 1 47'J-;t'-*^-^J rc 

Bi£jSIS^«fcicm*lS : P^e)S«n5 1 *fc«2S, #£L<te, 
W\xnH^£^tr 5 &<^L 10 2 SlsS) 35f#JfcH&£££ 

2-^fc«3-7'J;P; 2-.4-*fc«5-5 1 7V/'J^;2-,-4- 
*fctt5-*^/'J;H l-,3-S^«4-tf7yU;U;2-tf^v-JU; 2 
-,4-*fctt5-tf'J5^JI/; i-,2-££te3-tfnnjJU; i-.2-£fc« 
4_^ 5 ^yu;P;3-*fc«4-t'jy> ? -^; 3-^7^71/0^:3— TV 

20 **1t\/U^; 1, 2,4-^^71/- 1.2,4-^^v77- 
JW _3_^;i /; 2-,3-,4-.5-£fcW:8-*y ; 1 — . 3 — , 4 — , 5 — . 6 — , 7 
-*fcte8— f V + y U;U : l-,2-,3-.4-,5-,6-*fctt7— f >HU 
jU; l-,2-,4-£fc«5—f V-OHU^; 1 5-£« 6-7* 7 v*-^ ; 
2-,3-*fc»5-*y*U-'J-;l':2-.3-.4-.5-*fctt6-^W77 = 

25 ;H2-.4-.5-*fctt6-^>^77U;U;l-,2-.4-.5-*fctt6-^ 
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JV-C 6 _ 14 7U-^-C 2 _ fl 7;i^x;H0)J, ^Wxzjl/Xf-Ma, 

AD^>'fk$nT^T ! b<fc^C3_ 6 5/^D7;^;kApy>'fb^nT^Tfe 

5 cfcVi C 1 _ 6 7;V3^i/, AOy>ft;$nTViTt)J:^ C LeTJ^W, fl 
^S^UTV^T : b«i;ViC 7 _ 19 77;Wk kHD^y, gft££:&UW 
T*>«kVi c 6 . H 7U-M+y> tt&g£#bWTfc«fcV> C 7 _, 9 7?;i/* 
75 A 75/--C 1 _ 6 7;MMK#J. 7$/*?)^ 75/x^ 

;k 7^y^ot!;K 7^/^)VftE). ^/-c 1 _ 6 7;wu7sy (M, 

5/, ^ofcf;i/75y, y^;V75;, iwwa/sa, 
-c 1 . 6 7JW7$;-c 1 . 6 7JWK^ y^;w7^yy^> X5fju7 
•7°Ptf;i/7=/y^;K -f yypif;u75yx^;k 77)V7 

15 syx^&a -y-C 1 . 6 7J^7$;-C 1 . 6 7MJK^ s^?* 

7$ /*?■&* ^x^7$;^?jk v7 p Ptf;i/75y^^;k v-rv:/ 
Ptfji/rsyx^Mk ^ws;xfJM, 5fc^L7mffi?nS#7 
sa 7v;k 7^75 a 7i/)\/**i't££ftmi en^. e&saifc 

zzx\ r;\n^>ft$nT^tfej:nc 1 . 6 7mj , r/\P^:Wfc£ 
_ 6 7;i/P^r>-j , r;\oy>{k$nTv»T ! b«kViC 1 _ 6 7;i/^;u^^j , rg 
25 c 6 _ 14 7U-;m-*->j . rg&g&*ri/o>Tt>±vu 7 _ 19 77;i/*;u* 

ViSSttSJ KfcttS Tg^gj rg»SStlTUTt)i:l>5^l7 
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fflffl r7->;i/j «hbT^ m%.& ^:-CO-R 3 , -CO-OR 3 , -CO-NR 
5 3 R 4 , -CS-NR 3 R 4 , -SO 2 -R 38 , -SO-R 3 \ '-P0(-OR 3 ) -OR 4 £fc 
«-P0 2 -R 3a CjS*, R 3 tt(i)7K^H^ (iDIK&SfcWbTHT'b.J:^ 
0Ht7jc*g, *fcte(iii) 1BSlSS^UTViTt>«fcVi«*5IS;R 3a tt(i) 

V>ffi3fiaiS ; R 4 Ji7K*^Sfctt C i.aTJU+^S^t ; R 3 1 R 4 il«l 

R 3 ££«R 3a T^£ns rta&g&#i/rv>Tfc£^&i , fc7K3igj fcfctt 

s mi&mmi turn 09*tf, 7;^ 

;k V7>>>k sec-73\>k tert-7^;k ^>3Mk 'v^kfri:) ; 

b)c 2 _ 6 7;^-;Kf>y^tf. £x;k 7U;k ^y^n^-^, 2-7x-;i/ 
20 ; 

25 e)C 6 _ 14 7U-;K^A^ 7xx;k l-^"7?;k 2-^7^;k 2-f > 

;k 2-7>7V;k££h ^i/<fi7i^k 

U7x-;M^;k l-^75 1 ;M5 1 ;k 2-^75P;M57 1 ;k 2,2-y7xr 



WO 01/82925 PCT/JP01/03614 

25 

JkX^Jk 3-7xXJk7Dtf;k 4-7x-J^5 : JK 5-7xX;WO?Ml/ 

^Kitc^jm c 6 . 14 7U-;k c 7 _ 19 

5 rg^S^^TLT^Tfe^^Ktt^SJ K&ttS rfi&gj tbx\t. 

io y(#u jWPTsa x^jktsa ypt^i/TSA -T v7ntMk7^A 
y^krs-y&a, v-c 1 _ 6 7;i/^7ay (M> ^wsa 
;k7^a ^nwa;, s>t*3\H/75A x^iow^^fca, 
*;k=uk *;ww;p, ^^w^-ok Aoyxt^n 

Twrfc«ki> c 1 _ 6 7;wu-*^x;kc ^.T^^^i'-AM-MW, 

15 ^ h^->*;i/#x;k xh^yM^-JK' yD#^->ijM-JK tert- 

&^ri/TViTfe«fc^c 6 _ 14 7U-;k^*->-#;ktfx;k «$S£WL/rv> 
Tfc^vi c 7 _ 19 75;i^;k**:/-#;ktfx;k ««iss:Wi/TWb«kVi 
20 5 6 i^s*^fc;k =ty -c 1 _ 6 7^;i/-*;w\* ; e-f ;k«k * 
3Mk*;w\ ,; E-r;k ^)VtDVA^)in.H)> v-c 1 _ 6 7;u^;u-^;wn' 

^-OK^K v^Wk^k'^'Ok vX^kfrjl/A^-Ok X^MM^Mktl 

6 _ 14 7U-;kxjk^x;k #;usju75A c ^Tfr&v-tDVtf-fr* 
*i/W> 7-feh^-x 7o/v<;kt* s»S*WlxT^Tt>«k 
6 _ 14 7U-jp-*;u#x;u^->, c 1 _ 6 7;k^^->-^;^x;kt^ 
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s*WbTViTt>«kirJC 6 _ 14 7'J-;i'-*^-^J tbxtt, ^n^ntu 
20 rfiiftS*WbT^T'bi^c 6 . M 7'j-;i/^'>-*;^-;wj cfctt 

25 ttS rc 7 . 19 77MM^y-*M-iH £>Ttt, 09*.fc£» 1>V)V 
v-£;k*-;k 2-^-75 1 JM5 1 ;i/*+*>*^^^ 2,Z-y7irjHf 
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<E>n&0 

6 zlu^-jow i-T-y-i)^ z-tJO^ 2-7 wow 3-7d^;k * 

fHBfasis£w^T^Tt>«j;vic 6 _ I4 7u-;i/^^-^j c^tf* rc 

15 75\>vx;i/*-;iA 2-^73^x;i/*x;i/&£#*Ptf ens. 

MfB rflKftS^UTV»Tt>J;^c 6 _ 14 7U-JU-*J^-^+">J 
rc 6 _ 14 7U-;u-*;^-^^'>J ^lt«, mm** ^> x M 

MB rttftgfc?frl, Wtt>«fcV> C 6 . H 7U -^-^JW^f 

20 fcfctt* rc 6 _ 14 7U-^-^^^^;i/^->j <t Lx\%. 7*. 
tftiBbfc rg&g § w U T tr > T «fc ^ c 6 _ , 4 7 u ~> - * )V# -)V\ , 

i;^c 6 _ 14 7U-;ux;u*x;uj , rg^ss:^rbTUT s b«fc^c 6 . 14 7U 
-;i/-*;i/^-j^+->J . rfi&g£WbTV>TfcJ:v>c B - 1 «7U--;i'- 
j&JUAt'f^tf+^J Kfctt* Tfi^Sj £bTte, MB rg&g£WLT 
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mmTfrzm&nz i £7cte2S,i ftv^TO^Pii^^fr 5&v>l 
^ff,n-s. j^wtte, ?t7i>, 77X tfp-;k 

15 ;W If'JyX tf^XX tfUa->*X fcT'J^X 1,2,4-^^7'/- 
;k 1, 3, 4-**1f^77-JK. 1, 2, 4-^7^7 J /-JK 1,3,4-^7^77 

'OXtW^-Jl', ^>7^77-;k ^>X< 7^77-;k t7h[2,3 

-b]^7i>, 7iyw-fx -r>K-;k -<y<>K-;k ih — r 
20 >*V-;k yux 4H-*/u> ? x 'fy+z'jx 7*y s J 
x ^.^u^x +t7'Jx xwux *^/\'7-;k 

j-AM'JX 7xt>F'Jy>> 77'J-XX 7xty>7x/f7y 

£ L < tt#5S) 1 U«3MH <# £ Is < tt 1 2 jg) ©^#31 (01 ^ 
25 >-fc?>3g#) £S^LT^/£^ifcSfc£##«f 5*1*. 

x t?P>j-xx 2-sfctt3--fs^;ij>, 2-t^/'J>. 

XX 2-*fctt3-tf77UX k^/UXX 2-f77'JX fcf^UXX 
tf^vX ^/fl^WSX ^^l^U >££#3£ 



! 
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2.1] >fc£*Wf5ft*. 

mX\f. 2-^ctt3-^X-;i/;2-,3-^fc«4-tfU^; 2-Sfc«3 

10' l-3-*fc»4-fcT7yUJI/; l-Vyz?-)V; 2-,' 4- 5- tf U ^ 
' njl/; i-,2-Sfctt3-lfoU;P; l-,2-Sfc«4-' T^^7U;U; 3-* 
fctt4-fcTU^=;i/ ; 3— fVf77U^ ; S—<V*tt>SV)V ; 1.2,4- 
tW77-JV-5--f;V;l ) 2,4-t*ty7 , /-;i/-3--fJV;2- I 3-,4 

-, 5- S&W: U ;i/ ; 1 -, 3-, 4-, 5-, 6-, 7-£fcfct 8-< 7*/ U 

15 )V; l-,2-,3-,4-,5-.6-*fctt7— f>K'J;P; l-,2-,4-*fc«5- 

U-U-;i/;2-.3-,4-,5-*fctt6-^>77 7-;U;2-,3-,4-,5-*fc 
tt 6-^>7^xn;U ; 2-, 4-, 5-££te 6-^>7^77U;i/ ; 1-, 2— , 4 

20 -*fctt3-tfD»J5?Zi;U; l-,2-4-£fc«5 — ( S^/VP-fr '. 2-£ 
fctt4->r5^7U^;P; 2-,3-^fcfi4-^^7U> f x;U; tf^u-^y ;Z 

25 ft rfiftSSWbTViTfe«k^ffi*5l!ISj t*tts ra&gj ti/tte, 

i@, ff*L/<fil 3flHT*&5. lilt* 5 2 ®EU:0*#* 
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R 4 T^$n& rc,_ 6 7;wuj tLxit. mztt* x^;k 7 
□ t?;k <vypif;k ^m'^y^f^ sec-7^;k tert-7?Mk 

frzm&tiz ife^L 3 m^y-um^^Ajx^x^^ 5 7 

c 1 _ 6 7;^^->-*;U3t?-jK«f!i, ;* N*->#Jk*x;k xh+^M- 
. ;k ya^*y^J^-;k tert-7 ^^#Jk#xjkft£h 

x;k 2-±7^kt*xfr;k*x;u££) > i»tlt^tt)j;^c 7 
. 1 ,77^M+->-*;^-;i' (#k ^>v;t/^'>*;k^-;k 71^ 
25 ^*+:>#;kfc;i/&£) . tt&S£^bTfrvrfc,fctr>5fct*L6ai&* 

Mm, ^^)Vtj)vn^)v, j:^)Vti)vn^)Vfs.E). v-c 1 _ 6 7;wi/ 
-#;kn^r;KR vpWkfc.^nt'Ok ^x^kt^kn^^k x^;i/ 
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IB rfi&g£Wl/TV>Tt>£^C 7 _ 19 7^;Wkl fcfctt* rs«j 

10 TWSUfcfeO^V'^tl*. 

13 ra&g£WbT^Tt>£^&^b 7*f&fngt:l£7S/j Visits r« 

Tfc«fci>3r#£«*fl;frJW^;ki > ra^S^^tT^TfeckViC 6 _ 14 
20 rtt^s^LTv^Tfecfc^c 6 _ 14 7U-;u-*;wN* ; &'r^J 

25 giftsnfc7sy*^Jf6n, #£L<«, 5£: -nr 5 -cor 6 , -nr 5 -coor 

ea > -NR 5 -S0 2 R 6a , -NR 6 — CONR 6a R 6l \ -P0(-0R 6 ) -OR 6 
-P0 2 -R 6 [5£»K R 5 «7K^JI^^fe^C 1 _ 6 7;l'^;R 6 Mt2R 3 t 

nom r 6a «ititB r 3a iiwi^ ; r 6b m< tmmmz*-r) rmtsnzj 



WO 01/82925 PCT/JPO 1/036 14 

32 

5 'J7MD^fJWiVWah*aa , fi&S*^l/T^Tfc«kV>C 6 _ 14 
xXjl/#;W^1^ h\ 4 - ^ h*'>7x=MJ^U-5 H^a , N- 

(fims^i-TViTt)i;^c 6 _ 14 7 , J-;P-^;^n;u) -n-c,. 6 7 
;i^»75 7 (flu N-4-^h+->^>7-r^-N-^^;i/7ay^a , 

10 ttmS&^UT^T ! bJ:^C 7 _ 19 7^;U^-^^^S H (0J> 

MMW5^a , i!ttg&^LWT*>±V^#&«*S-;&;i'# 
(W* ^>7?t7x>- 2 --f JWM^If $ Hftf) , >\u*f 

3i?+t5 K, xh+->*Jl/#^-y-S b\ ^P^^^^^^itS h\ 7>* 
15 ->*;PjK^S Ffc£), «m«^L,T^T ! bcfc^C 6 _ 14 7U-;U75y 
^Jl/fc;l/7$/ (#K 7x-;U75 7#;i'#~;i'75/&£) * APy> 

75 A NU7MD^^XM^75y> x^;U7;^-;i^7^7^: 
S^S^LT^Tfe e t^C 6 _ 14 7U-;P7;^x;l/75/ (#k 4 

rgms^WbT^T : bct^c 6 _ 14 7U-^-*;^^$ kj , 

TN- (fi^g$WbT^Tt)ct^C 6 _ 14 7U-^-^V^x;l.) -N-C 

a _ 6 7;u^75/j , r®&S£#tyt^Tfcekv>c 7 _ 19 7^;wi'-;*7 

25 b'J > riS«S*WUTlrJTfc«t^C 6 . 14 7U-Jl'757*;P#-;P757j 
&J:tf rfi»3|*W^TVsTt)«fclr»C 6 _ 14 7'J-;^;p3Nx;i/75 7J 

its rg^gj tbTtt, t&lB riBiftS«r^rLTiriTfe«fcViC 7 . 19 77;u* 
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ttisifimiZtl* #£b<&> 5£:-0-C0R\ -0-C00R 7 . -0-CONHR 

5- \ -po(oh)-or 7 £fc&-po 2 -R 7 cat. mtmmftfimm*^ 

TfcJ^C 6 _ 14 7U-;i/-^;W\ ,; E-rJl'^->(^J> 7irWJVA ,; E^>lV 

20 re&g£*rLTv>Tt>«fcv>c 6 - 14 7'J-;1'-^;ua ; &<;^^->j n&tt 
-5 rfi&gj turrau raiftS*#bTViTt>«kViC 7 _ l9 77;wwj 

25 

\*. 0iJx.^4,5-vt KD-l,3-^it7-;U-2-^;K 4,5-ykFD- 
U-f7V-JV-2-'fJK4,5-yth , D-l H-2 — f 5 
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\Z&VZ> ra^gj £LTtt> ffllffi riBiftSWUT^TfeJ:^5 3ftVsL7 
ntfff2 rgjfcg£^b wcfe«kv> 5 10 &3r@tt$$2!i£j Kfctts 

y>-(b*nTViTt>j;vsc 1 _ a 7;^;i/ «?£b<kt *3\>u x5p;k 7o 

tHn^ a ; a d y >fls $ n wt «t ir » c s _ 6 -> ^ o 7; 
15 csfsixwu z/i?w\**/)vis.E) ; Aay><b$nTViT"b«kV5C 1 _, 

4-* h4^>^>v;i^v\ z-tY^i/iyVfrtt'y* 4-7 
20 j^d^>^;P*+->, 4-^)V^^>y)V^y, 4-x3Ml/^>v 
;M-*->&£) ; g&£*WbWCfc£^C 6 _ 14 7'J-;i/**-> 
<tt7x-;U^S/*f) ;75/ ; ; &/-C 1 _ 6 7;i/+;U757 ($?£L< 

^^;u7^/^a iv-c^jTWT^y (»^<«. 
25 ^ 5 m*Lim.mm®.7^; (jfiuii u-wv-u-yt kd-2 

fi&g fe <fc ^ 5 fc H L 7 jt#5£§8effi*3t£ (*? * L < \t 4, 5 
-vt KD-l,3-W/-;i/-2-fMi') : ; ti)V#* : y ; 

fiiftS*wuT^Tt>«k^c 6 . 14 7U-;u-*;i'#^ (»*b<«^>i/ 
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•oust a ;ffift^wuwTt>«k^c fi _ 14 7 | J-;u-*JWA : e'f^ 
Sb<^7x-;i/*;w\* : &<;i/> 4-* h^^x-jk^w^-ok 3, 

(0J> 2-tru^~;k*;k>w;k 2-*;v~ 
*n^;kS;k£=M^ Ffc£) ; Sg£g£WbTwrt>£v> c 6 _ 14 7U- 

S^bT^TfeJ:^C 7 _ l9 77;U^-^>'^ : ¥it^K ($f^b<«^> 
15 6 7;Wk7i=/ (ff£b<teN-4-;* F^^^'/'fJhN-^^^ 

; «&£*WbWTt>«fcv> c 6 _ 14 7U-;P75 y*;i/fc;i/75 

7 (ffSb<tt7x-;!/75y*;i/Jj5=.;i/7Sy^a ;fi&££WbW 
Tt>«kViC 6 _ 14 7U-;^;i'*-^75y (jifSb<«4-/h*y7x- 
^;Ul/*~;k7^/ft<i:> ; B&S£*rbWCt>«£V> c 6 _ 14 7U-ju-# 

Ar ^a^ns ra&gfc^bT^Tfcefcv^tfcgJ KlfcttS rgtftgj 

25 ^po7x-;k *3\fc7x-;k ^ h+*>7i-;W &£t>frjf&g$g 

Ar ff*b<«, ADy^^ (ff*K»7y*, &*fc£) ; 
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ay>ft$nTvvTt>«fcv>c i-eTJWu ($?*b<tt, *^jk x?Mk 7° 

DtMk HJ7;k*a*?-;i/££) itHD^-C^.TJWKffiK 
tt, kKn+y^fMt') ; AD^Mt^nT^Tfc^ C 3 _ 6 ->7D7;t/ 

($?*Ktt, '>^DA^->jk^£) jAay^nT^tfei^c, 

5 _ 6 7;k3*-> (jf$l/<B, Ih+^f) ;/\D^'«nt 

lr>Tfe«fctr>C ^.TMmdf^KIl pWk^-&<>:) ikFQ+y; 

4-/ h+^>^;^+->, 3-* h*5^>v;k<M^X 4-7 
;i^n^>^;kt=^X A-tJ-lVtt^y^lVtti/. 4-X3 L )V1>i? 
10 ;k**->&£) ;SmS^bT^Tt)a;^C 6 _ 14 7U-;k^+-> (SF^b 

V> 5 fct^b 7 mfi&fHStttTS «??£L< « l. 3-y^V-l,3-yk Ha-2 

15 H-rv-f >H-;i/-2--fjk *?;nf^u^A a-^vkr^usvfc^) ; 

-yk^D-lJ-tWy-^-S-fMi*) ; *;k$;P ; #;k#*v ; 

20 *u<tt7xxjp*;i/A ; t'rjk 4-* h^->7x^;k^;uA* ; t'f ;k 3, 

4-v^h^->7xx;k^JW\^;k^t*) ; BfcS£*rbWT i fe<fcV>3 : 

#^m^^;uA ; E'r;u (#y> 2-£ Uv'xjk^w^-nk 2-*/ux 

;P*;U/*E-f JUfc£) ; C 1 _ 6 7;ka^v-*;k^x;K$f^L<«, * 

(ff£b<te7xXJkfr;l^1f-$ h\ 2-*h*->7 
xx;k&;i^*-tJ-$ b\ 4 - * h*>/7xx;kfr;P#*-iJ-5 ; fi& 

S^^LT^Tfcct^c 7 _ 19 75;u^;k-*;u^4 i it5 h (ffSb<tt^> 
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n- (fitftS*wbTViT'bJ;^c 6 _ l4 7U--Ji'-*;i/3K-;w -n-c,_ 
e 7;i/+;w75y (SF*u<«n-4-^ h+'>^>^;w-N-^^7^ 
5 ;fiKftS*WbWTt>«kViC a . 14 7U-;w7sy*;i/^-;u75 
y (ffSb<tt7x^;U75y*.;p3p-;P7sy»:f) ;fi&g£*rLw 
Tfe«tviC 6 _ 14 7U-;u7.;^^;i/75y ($?£U<te4-* h+y7i- 
j^;u*-Ji/7^ ; tttftSs^rbTViTt>«kVi c 6 _ 14 7U-;p-* 

tUTVJTt)«k^7i-Jk' tf7x-U;U «? * b < tt4 - t'7i - U;W , 
^x-Jlz-tfUv 5 ^ ($fSt<«6-7x-;i/-3-tfU> ? ;k 5-7x~Jl/ 
, 7x^-7^ (ff*U<»5-7x-;P-2-7U 

i5 v*-;i/- 5— <;w , vyx^-^-^iJ-y-^ (ff£b<te2, 4-v7 

J44- (4-tfUv;W 7x-;W , 7x-;i/-tfU5^njl- <8F£K« 
2 -7xn;l/- 5 -tTU5 5?-;W , ^>777^|/-7i-^ (0£L< 
J44- .(2-^>l/77^W 7x-JW » 7U;P-7x^;l/ <$F3;lx<tt 
20 4- (2-7U;W 7x'JW T&3„ 

Ar 1 £bT&,. **7, fi&g£*rbTVv-c<b«fcV>C 6 _ 

14 7U-;P (^L<tt7x-Jl/, 7;p*D7xnJK 7PP7x~;U, ^ 

^;U7xn;k ^h^->7x-;w a>e>Bfcto5iB»S£wefti 
25 l, 3 -s?**tf-ju&£&^tf&ns. 

(1) /\py>MT (^L<tt7*;5H. , Apy>{bc? 

ttTv>Tfc«fcv>c 1 _ 6 7;i'*;u (ff*b<tt, ;*?Mk x^;k 7*otr;k h 
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5 ;k 5-7x-;w-2-truv;w ; 

Aay>ft;$nTv>Tt>«fcVic 1 _ 6 7;v+;p (£?£b<te, 

^6Stfh*l?&:VJL3ffl©SSIS]WlxT^T'b«J;^c 6 _ 14 7U-;i/(» : 
10 ^Ktt7x-Jl/. £DD7x-Jk ^fJV7x'JK 

20 _ co _ % _ so _, -SO 2 -, — NR 8 — (R 8 «7KmM^ ADyXtSnW 
Tfc«k^ C 1 _ 6 7Jl/*;k AO$*>ffcSnWt&«fcV* c 1 . 6 7;p+ju-*^ 

□ y>^$.tiTViTt)J;^2 00C l . e im&6kik&%& *5ckl^2#©C 5 

25 3&5#W6>n*. 
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(l)C l . fi T)V*\'>MZ.\& -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, - (CH 2 ) 
4 _ % -(CH 2 ) 5 -, -(CH a ) e -» -CH(CH 3 )-, -C(CH 3 ) 2 -, -CH(CF 3 ) 
-(CH(CH 3 )) 2 -, -(CP,),-, -(CH,), C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 

io 3 ) 2 -&£) ; 

{2)C 2 _ 6 T)Hr~1/>(.mZ.& -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
=CH-, -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -fc £) ; 
(3) C 2 _ 6 7)l^:iV >(#!*«, -C=C-, -CH 2 -C=C-> -ch 2 -c=c- 

15 CH 2 -CH 2 -fc£) fcEifimvfbtlZ. 

1, 3-^/{7U^>^U> ; 1. 2-v^o / \^vl/> ; 1. 3-5/#D*\ 
20. ^>l/>; 1, 4-z/t7W\*ri/U> ; 1, 2 -->d7D^5 L U'> ; l , 3 
-->#n'\7 p 3 1 l/> ; 1, 4-->^P / \y5 1 U>; 3 - v^a/\^-fe>- 1 , 
4-^> ; 3-v^a^=^ir>-l, 2-<V>\2, 5-->£0'\=^- 

5?x>-i, 4— ru>jfe^^fens. ^Tfec 6 _ 8 5>^n7;i/^k> 

25 

-S-, -CO-, -SO-, -S0 2 -, -NR 8 — (R 8 teftjfB<h|3 
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{l)C 1 _ t 7)V*r\s>WZ.& "CH 2 -, -(CH 2 ) 2 ~, -(CH 2 ) 3 -> ~(CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ),-, -CHCH 3 -> -C(CH 3 ) 2 -, -(CH(CH 3 )) 
2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -^a ; 
5 (2)C,.,7;^-l/X«I^H -CH=CH-, -CH 2 -CH=CH-» -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -> -CH 2 -CH 2 -CH=CH-, -CH=CH- 
CH=CH-, -CH=CH-CH 2 -CH 2 -CH a -fc£) ; 

(3)C 2r6 7 MZ-lZ* -C=C-, -CH 2 -C=C-, -CH 2 -C=C- 

CH 2 -CH 2 -&£) ; 
10 (4) -(CH 2 ) wl O(CH 2 ) w2 -, -(CH 2 ) wl S(CH 2 ) w2 -, 
-(CH 2 ) wl CO(CH 2 ) w2 -, -(CH 2 ) wl SO(CH 2 ) W2 -, 
-(CH 2 ) wl SO 2 (CH 2 ) w2 -, -(CH 2 ) wl NR 8 (CH 2 ) w2 - ; 

(5) -(CH 2 ) w3 CONR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 C0(CH 2 ) w4 -> 

- (CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 - , - (CH 2 ) w3 NR 8 SO 2 (CH 2 ) w4 - , 
15 ~(CH 2 ) w3 COO(CH 2 ) w4 -, -(CH 2 ) w3 OCO(CH 2 ) w4 - ; 

(6) -(CH 2 ) wB NR 8 CONR 8b (CH 2 ) w6 - ; 

<tt-(CH 2 ) wl 0(CH 2 ) w2 -, -COM 8 -, -NR 8 CO- (la^BffiffBt^jjg 
m%K?) , -0C0-, -COO-fc£T!*S. ftfrffc, -CONH-, -NHCO-, 
-COO-fc£d«0f£L<. <tOfc»t-C0NH-Sfctt-C00-**ffSLK 

<ttC,. s 7Ml'>(^H -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -fc£), 

-(ch 2 ) w3 conh(ch 2 ) w4 -, -(ch 2 ) w3 coo(ch 2 ) w4 - ^\m^tmn 

m*7xT) t*)t)ft* Q l . 3 7)\' : ¥U>M%.& ~CH 2 -, - 

(CH 2 ) 2 - , - (CH 2 ) 3 -fc £) fc Zififft. L l\ 
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viS^Sj Kfctt* mft&i ©^fytbTfUSbfc'bo^fflVi&ns. 
+;ux y97i?>* tJ-^U^x WJX 

U>> -OF-^fc^T&O, Wfct7^l/X ^iJ>&OT*t 
10 V*. 

Ar r«iftS* : tl/TV^Tt)«kVil(S^5i!S;5SrS5!!j ffi 

•& rgjftss^rLTir»Tt>«fc^K{b7K*Sj «u $?*L<tt rg&g^w 

dCT, rfijftS$flT^Tt)«fct» c i.,7 rd.ej 

)V*)Vi £LT\*s *?vk x^;k 7W;k -r y^otrjk 7 

25 5=-;V, -fV:7*3Mk sec-^;k tert-7*^;k ^>3^k ^^v^t*^ 
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4bSttTV>Tfc.fcV> C j.e/Jl/D^X ADy><bSnTViTt>«k^ C !. 6 7 
JV^j^t, hKo^y, 75 A ^/-CLeTWJSy^i /^Jb 
5 75 A 7otr;KT5A -f V^alfJl/75y, 7^Jl/75 

7fc£K ^-C 1 _ 6 7;Wl'75y(^ 2>*^7-5A ylW^A 

>>:/atf;i/75 a y^JV75/, xssnoWi^Afc^K *;i^;k 
v> c 1 _ 6 7;^;i'-*>'^x;k c 1 _ 6 7^3^^>-*jI/^-;k^j> ;* 

io #Jktfx;k ib^y^JJ^-iK :?*D^v#Jl/#x;k tert-r/h^v- 

. -r;k x^;kfr;i/A^-<;k&£), v-c 1 _ 6 7;u^-^jw\^;K^ v 
£), An^Xb^nwcfe.t^c 1 _ 6 7;^;i/x;u^x;k sM^krs 

15 7 , AD^ Wfc£ttTtr>T*>«fc^ C ,.67-)^-*^^$ h*. C !_ 6 7 

7;v^;vx;i/*xji/7sy A^UTJkfrx^^ a jl^)V7,)V^-)v 
20 -i)V**zsfcE), c 1 . B 7Ji/34 i >'-*;usj?-;u^->(^J» ^ h+y^K 

. 6 7)V^-)V-ti^n^ )V^i/m, V frrt*:^ frtt*/. yxf 
&n5. IMOl((t ^l^tfl &V>b5f@, #£L<tel &^L3f]T& 

He-?, rAoy>^$nT^Tt>«fc^c 3 _ 6 '>^D7;u+juj , rnpy 
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>{b$nTV>Tfc«fcv>c 1 _ 6 7;u3*->j > rAny>{b$nTUT*><fcv>c 
rAny>-ffc«nT^T i b«fc^c a _ 6 7;^;i/-*;^n;i/j , tad^> 

R'&cfctfR^^tlS rgftgfc;rLWTfe«ktr>Kfc#*£j tt. * 

^>if>8Bfc*8£l/rtrVtt>«k^3fctr>L 10M (£?£b<«3&^b 8 A) 

JM*0iJ<tbT&> MAUL 7y'Jy>> 7i?5P 

^;k*ux fttMUx tr^u^x kf^-xx kfpuxx 
25 'V^-^UXT^X ^^fl/MSX ^*-trt h* □ tr u s-xx 
i,4-X7-t:AX ?7VVi?>s ^i^/'JvX ^kFa^F-Jk 
f*kHD^;ij>, f^bFD^y+y'Jx s«ttf;:n&OTfi&?n3!t# 

7S>(#J, 1,2,5,6— rh^fcKofcfU XX lH--f$*V-;k 4,5-vfc 
h'P-lH— YSyy-Jk U-ykHo-f>HK 1,2,3,4— rh^fc F 
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D*/ U X 1, 2, 3, 4-f^7k FCK 7^7 U >fc£)fc£»«f 6>n*>. 

ft^T-fc^i/^Ux ^'Jy>> tf^^vx tfnu^x i,3-^7 % /'J 

y>, 1H-- 4,5-vkHD-lH—f 2,3-ytF 
n<>K-;w 1,2,3,4— rh^kKcH 

i5 $i<ii7i-jv, p<^7xzi;i/) , c 7 _ 19 7^;u^;u 

. 1 _ 6 7;un^^-c ,.,7;w ($?£L<«* h^-xwi/) , c 1 _ 6 7;un 
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5 >7[gM7=^UX fh7t KD'07*[b][l,6]:*-73 t 'J5>X 7h7h 
Ko^>7 # [b][l,7]7-77 c U>?X "rh^tKntfU K[4,3-g]^/ 'JX f- 
h^tFPtf'J h*[3,4-g]*7 <J>, xb^kHntfU H [3,4-g]-T 7*/ U 
X xh^tHDtfU H[3,4-g]^/^1tUX rh7k FnfcTl) K[3,4-b] 
fh7t HDtfU M4,3-b][l,5]^7^U> J X fb7th* 

10 otfU h*C3,4-b][l,5]7"7^UvX f h7th*Dt;'J FlMtlWJX 
^h^kHDtrU M3,4-g]7*75>X xh^tKP7"7h[2,3-d]7t?tf 
X fh7tFD7t^7 [4,5-gH v*y UX xb^t:FP7.-fe*kV 
[4,5-b]*yjX fh7kHD7^;[4,5-b] + ;^U>, rh7th* 
P7if tf/ [4, 5-g] *y WJ X r- h 7 1 K D7t' kf/ [4, 5-b] [l, 5] 

15 UvX xh^kFDT-fe'tfy [4,5-g]7^^> J X A^-tf-fc KD7-7 h 
[2,3-d]77->X ^1t-t:Hn7V*X7[4,5-b]^y UX fh7tHn-0 
-AMUX rh7t Fntf'J K[4,3-bH>K-;k fh7kHDlfnD 

[3,2-gKv^y ux fh7t h*Ptfnn[2,3-g]-rv^y ux xh^t 

KPtfU K[3,4-b]7#UvX fh7k KDfcTU h* [3, 4-b] 7it^>ftt* 
20 *S3Stf6ft£. &#Tt>, fh7tHD^>7 [b] [1, BlT^^U X>&£ 

u<«y^) t&s. 
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5£ (I) H&ZtlZfc&Vatott* X^X 1 [XMSCONR 8 , NR 8 CO (R 8 & 

Tfc«fcV> C ,.,7JWV-*^-^ ADy>ft£ftWTt>£^ C ,^7 
j^jl/XW-Jl/S^t) , OCO £ fete COO Sr^T] (fetch, 
5 X^CONR (R tt**JS^*fc«C ^^WI^^T) Ar ttA 

#CQNHTfcS£#, Ar &7;Wk 7Jl/3=^^J;t;Any>ii^I«ns 

10 ^yV-()V75.y-^i-V ] )>X^<,X 1 ^C00X'&^t^ Ar MiSJftS* 
WbTV>Tfc«fcV>3?§lJiS"efcK ) Tf&S'fb'&fcU T^^^3 ( I') "TS 

5£ (T) T&SnStt^fcO+Tfc* X 1 #CONR 8 £fc«NR 8 CO (R 8 &7k 

mm?, AP^xt£nwTt>£^ c !_ 6 7;wk AP^xbsnwT 
15 %> £v> c ^^i/^-^M^k Apyxbsnwrfcck^ c a _ 6 T;w 

3 (r) T^snsfc^&offSfcflitbTtt, OTM£«^tf£>n 

20 -So 

4'-7PP-N-[6-[(N, N-^^75y)^5 1 JW-2-^-7?-;W[l,r-t? 

4'-7PP-N-[6-(l-tfP'J v-;u^^;i/)-2-^-7^u] [i,r-f7x- 

25 4* -7 P P -N- [6- (1 - M 1 'J ?-)V* -2-7" 7 W [1 , 1 ' - £ 7 x ~ 

JU]-4-^;U^^it= H ; 
N -(4-7*P : &7x-;i/)-6-[(vy5 1 ;i/7^y)^^;H-2-7-7h75 h* ; 

N- (4'-7 P P [1 , 1 '- M 7 x ~ )V\ -4-< ; W -6- [ (N, N-S?> 3MU7 5 ^ ) ;* 
M-2-J-7 h75 K ; 
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4' -2 P D-N- [2- [ (N, N- v * 9^7 a / ) * ?M -6-+ 7 U -J W [1 . 1 ' - tf 

4'-7;^a-N-[2-(i-kTD U'>*-;i/^^;w-6-^/ u-;w [i,r-tf7x 

5 4' - £ q d -N- [2- (1 - If n U ^JW WJ-JHD,r-t'7i- 

4 , -7;^p-N-[2-o-tf^u> ? -^^5 1 ;w-6-+/ u-;w [i, i'-t:7x 
-;W-4-*;i/^^-^5 H ; 

4' -9 u U -N- [2- (1 - b!^ U -7PJM -6-* / U [1 , 1 ' - 1: 7 x P. 
io ;w-4-*;i/j|?^5 H ; 

6- (4- 7MQ7x^) -N- [6- (1 - tf D U -7PJM W - 2-^7 5 1 ; W - P 

6- (4-? P P 7 x =L)V) -N- [6- (1- tf P U f/PJl' ^ -2-± 7 -3f> 
75 H; 

15 6- (4-^^7xrjW -N- [6- (1- tf P U 5?-;V* -2-^- 73MW -P ^ > 
75 h*; 

6- (4- 7 M P 7 x - ; V) -N- [6- [ (5? * 3\>U7 5 y ) * 3 1 ; W -2-^- 7 P. P 
5P>75 h* ; 

6-(HOD7i - ;W -N- [6- [ (~7* 9M1/7 5 / ) * ?M -l-^lJ-M p- p 
20 >75 H ; 

6-(4-y^;W7xn;w-N-[6-[(> j y5 1 ;P75y)^^]-2-^-7^;HP-p^ 

>75 H ; 

4-(4-7Mo7i-jw- N-[6-(i-tfDU^-;u^5 L ;w-2-^-7f-;w-i-t: 

26 4-(4-*h*«>7x-;W- N-[6-(l-tfPUv J P;i'y5 1 >'U)-2-^7^]-l-tf 
4-(4-^^V7i-;W- N-[6-(l-tfP'J vP.^^^;u)-2-^7^;n-i-tf^ 
4- (4-/ 3MI/7 x-;W - N- [6-[ (-7* 3\>I/7 5 / ) * ^;w-2-^-7^;w-i - tr 
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6- (4- 7 M D 7 x - )V) -N- [2- (1 - tf P U W -6-* / 'J - □ 

6-(4-^DD7i ~ -N- [2- (1 - tf P U * ?M -6-* / U ~ J W - 3 
5 >7SK; 

6- (4-7 JU^- o 7 x -N- [2- [ ( V * ^)V7 5 J ) * ^; W - 6-+ J U ~ 
□ ^>7i= H ; 

6 -(hdd7 x w -N- C2- [ ( v * ^;w7 s / ) * y u -M ~ □ 

10 4- (4-7 JWn7i n;W -N- [2- (l- bf n U y-JMfJW -6-* y U W - l- 

4- (4-? D P 7 xrjW -N- [2- (1- tf □ <J ;U*3\>W -6-* J U - J W "1- tf 

4-(4-7;^a7xn;w-N-[2-[(v^5 1 ;u75 /) pWi/]-6-*/ u 

i5 l-tf^Ui^^JM^ 1 -^ K ; 

4- <4-2 n o7i^)-K-[2-[(^^ws /) *^;W-6-3V U^W-l- 
6- (4- 7 )V^r u 7 x n )V) -N- [7- (l - tf □ U * ?M -3-* / U - n 
^>7S. K ; 

20 6- (i-{7 P □ 7 i-iW -N- [7- 3\^7 5 y ) * 5 1 ; W -3-* / U 
^>7a F ; 

4- (4-7 Mn7i W -N- [7- (1 - tf P U ?M -3-* 7 U -1 - 

4- (4-* P P 7 x - ;W -N- [7- [ ( 5> * 5^1-7 5 y" ) * ?\> W -3- + / U ->> W - 1 - 
25 tf^U^>*;i/^1t= H ; 

4- n o - N- [7- [ & * 3-)V7 ^ J ) * 5 1 ; W -3-^ J U ~J W [1 , 1' - 1: 7 x ~ 

4' -7;p^p- N-[7-(i-tfp u */-)Vu-)V)-i-*j u~;H [i, r -£7x- 
;u]-4-^;U^^-^a H ; 
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5-(HDD7 x - JW -N- [6- [ ( J-)V7 ^ J) * -1-1-7? M -2- hf 

5- (4- 7MD7i n;W -N- [6- (l- tr □ U >>-;M^;W -2-7- 7 ^; W -2-tf 

5 4'-7;i/^P-N-[6-[[4-(4-^ h^->7x-;i/)-i-tf^Uv-;W^^;W-2- 
t7fJW [1, r-t'7x-JH-4-*MW5 H ; 

4'-^PP-N-[6-[[4-(4-^ h*i'7x-)V)-l-]£'<Vz?-M* ! ?M-2-1- 
7^;W [l,l'-t'7xn;i/]-4-^;^+it5 F ; 

4 '_^ h^v-N-[6-[[4-(4-^ h+->7x"JW-l-lf<Uvr:;H^^H-2- 
10 ^"7^;W [l,r-l:7x^W-4-*MW5 H ; 

n-[6-[[4-(4-^ h^->7x-;i/)-i-tr^u^;W^^;n-2-^-7^ji/]-4'- 
^^;i/[i,r-t:*7x^;n-4-*;^^if^ r ; 

4' - 7 )l* O -N- [6- [ [4- (4-7MP7X ~ ; W -1 - kf ^ U yZJH ;* ? J W - 2- 

i-7^;i/][i,i , -t*7x-;i/]-4-^;^+lf= K ; 

15 4' - £ D □ -N- [6- [ [4- (4- 7 M □ 7 x =L)V) - 1 - tf ^ U v^;H * - 2-^" 
7fJl/][l,r-t'7xrjW-4-i3J^^= K ; 

N- [6- [ [4- (4-7MD7X W -1 - hf ^ U v^;H ^ -2-^- 7 ^JU] -4' - 

^ h+->[i,r-tT7x-;w-4-*;i/^iJ-5 h* ; 

N- [6- [ [4- «-7)V* O 7 x- JW -1- M ^ 'Jy-M ^ -2-* 73MW -4' - 

20 r-tf7x-;W-4-*;^^U-5 F ; 

4' -7)V* D-N- [6- [ [4- (4-* ?;i/7xZ;W -1 - fcf ^ U 5>-;W * 5=-;W -2-^"' 
7^;i/] [l,r-k*7x-Jl/]-4-AJ^+it5 K ; 

4'^DD-N- [6- [ [4- (4-/ ?)V7 x =.)V) -7->>H * -2-^" 7 
fJW[l,r-h'7x^]-4-M^5 h* ; 
25 N- [6- [ [4- (4-* ?)V 7 x W -1 - tf ^ U * ^ W -2-^ 7 ?M -4' 

h^v[l,l'-k:7xr:;W-4-*;l/^^1t$ K ; 

4* - * ?)V-K- [6- [ [4- (4-/^7 x n;i/) -1- kf ^ U * -2-^- 7 

[l,l'-l:7x-M-4-AJ^+if$ K ; 
N- [6- [ U- (4-bHD+->7x V) -1 - tr ^ U V~)V\ * ?M -2-1-7 ?M - 
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i'-t h + x[l,i:-fc!7x-;W-4-*;i/Jj5+U-5 h* ; 

N-[6-[[4-(4-7^y7x-;w-i-^u^;w^^;w-2-^7^;w-4'-^ 

h^v[l,r-t:7x-JW-4-^Jl/^^1t= K ; 

4* h ^ ->-N- [6- [ [4- (i-=L h U 7 x ~ ; V) -1 - tf 1 U v^KI * 3\> W - 2-^- 

N-[6-[[4-(4-^DD7x-;W-l-tf^U> J -;W^5 1 ;i/]-2-^7^;W-4'-^ 
b^->[l,r-t:7x-JW-4-^J^^itS F ; 

6-(4-7;^P7xn;i/)-N-[6-[[4-(4-^ h*v7x^;i/)-l-tf^U v-JH 

10 6-(4-^DD7x-;U)-N-[6-[[4-(4-^ h+y7i-JW-l-^'Jy-JW^ 
3^W-2-:h7^;i/]~35f>7S h* ; 

6 _( 4 -^ h + S/7i-jW-H-[6-[[4-(4-^ h^->7x-;i/)-l-tf^U^;i/] 

n-[6-[[4- (4-> h*v7x~;w-i-tf^u > 5 -;w^^;W-2-^-7^-;i/]-6- 

15 (4-/^7 x-;W-n^>7^ h* .; 

6-(4-7M07x ~; W -N- [6- [ [4- (4^^7i-JW-l-^'Jy^]^ 
5 1 ;H-2-^-75 1 ;W^35 1 >75 h* ; 

6- (4-£ D □ 7 x ~)V) -N- [6- [ [4- (4-* 7 x ~M -1 - tf ^ U i?-M * T 

20 6- (4-* h * -> 7 x ZL)V) -N- [6- [ [4- (4- ^ 7 x - ;U) - 1 - tf ^ U V-M * 

6- (4-* 7 x - JW -N- [6- [ [4- (4- * 7 x ~ ; W -1 - tf 1 U v^H * 5 1 

6-(4-7^P7x-;i/)-N-[6-[[4-(4-7;i/^D7xZi;U)-l-tf^ , J> ? ^^] 
25 ^W^-^^W-P^^S h* ; 

6- (4-^7 □ P 7 x -N- [6- [ [4- (4- 7iWn7i -)V) -1 - tf ^ U * 
5 1 ;i/]-2-^-75 1 ;W-=i^>75 H ; 

N- [6- [ [4- (4-7 P 7 x-;W -1- tf ^ U v ~ JW ^ -2-^ 7 5=J1/] -6- 
(4-* h^y7x^;W-3f>7$ K ; 
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N- [6- [ [4- (4-7 )V* D 7 x - ;W -1- £1 U V->>W * ^JW -2-±7 -6- 

(4-^^;i/7x-;W^D^>75 F ; 

4-(4-7;U^P7xllJl/)-N-[6-[[4-(4-^h^v7x-;i/)-l-tf^Uvr;W 

^5 l ;w-2-^7^;n-i-tr^u> ? >*;i/^-y-5 h ; 

6 4-(4-£D0 7x-;W-!H6-[[4-(4-* h+'>7i^W-l-^'J»]^ 
^;i/]-2-^-7^]-l-tf^Uv>*^^1tS H ; 

4 _ ( 4_P( h^x7xn;W-N-[6-[[4-(4-^ h+->7xr;w-i-^'J -7-;W 

N- [6- [ [4- (4-* h * -> 7 x - J W -1-tf^U v-Jl'] J* W -2-± 7 -4- 

io .(4-^^;i/7x-;p)-i-tr^u^>*;^^5 h ; 

4- (4-7 P 7 x-JW -N- [6- [ [4- (4-^^7xZJW -1-tf^U V-M * 

^;i/]-2-^-7^;n-i-H^u^>*;u^^^ k ; 

4- (4-# p □ 7 x - ; w -N- [6- c [4- (4- ^ 7 x -l - tf ^ u * 

Jl/]-2-^-7^;W-l-H^U'7>*;i/^++>-5 h* ; 
15 4-(4-^h^v7xn;W-N-[6-[[4-(4-^^7x-;W-l-tr^U S^-M* 

^;w-2-^-7^;i/]-i-tr^u> ? >^>'^^-9-5 h ,• 

4- (4-* ?)V7 x -N- [6- [ [4- (4-* ?)17 x -;W -1- tf * U V-)V\ * ? 

;H-2-^-75";i/]-l-t!^U iS^JVttD'S. K ; 

4- (4-7 ;U*P 7 x-JW -N- [6- [ [4- (4-7 ^ P 7 x =L)V) -1- tf ^ U 

' 20 ^^;i/]-2-^7^;W-i-tf^u v ? >*;w^^its h* ; 

4- (4-£ P P 7 x -N- [6- [ [4- (4- 7 P 7 x - -1 - tf ^ U / 

5 i ;n-2-^-7^;w-i-kf / ^u> ; >^;u#^5 h ; 

N- [6- [ [4- (4-7 P 7 x W -1 - tf ^ U V-M * W -2-^ 7 JW -4- 

(4-^ j>^v7x-;u)-i-tr^u> ? >*;^^its t* ; 

• 25 N-C6-[[4-(4-7;U^P7xZi;i/)-l-tf^U> ? -;i']/5 1 ;l/]-2-^-75 1 ;W-4- 

(4-^^;i/7x-;i/)-i-tr^u-7>*;^4 i ii-s H ; 

N- [6- [ [4- (4- b P P 7 x n J W -1 - kf ^ U v->>H * W "2-^7 W -4- (4- 
4- (4- £ □ □ 7 x - ; W -N- [6- [ [4- (4- £ P P 7 x ~ JU) - 1 - ^ U V-M / 
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N-[6-[[4-(4-^DP7x-JW-l-^U ~>*-;H * ^ M "2-± 7 W -4- (4- 
N- [6- [ [4- (4-? □ D 7 x - ; V) -1 - tf ^ U V-M * ^JW -2-^" 7 5\> W -4- (4- 

(I) (10 <2&<hbTte, 0>J;U£ 7> 

^-e/M, W«ffiSi:0^ lil^i t«i:©I, &Stti:fcii 

15 bUX^y-;U7aX yy^o^>^75X N.N-^XXU/X^l^ 
y75 >ft££©Jfi##tf 

^mmtoi&vftmtemtLTte. was* hU7;i^n@t 

20 & 7y;«, -XxtfBk S5Sfc, ^K>S, ^x>K, 3A*& U> 

* ){,-?■ >tt a t <D&iftm\-f e n, mtt7 = y m t omm mizM t i/t 

ft (I) Stzte ( I ') tt, BH3iWflBS£W-f5«£, 7JU# U&K£'(0!l*.fcr* 
±hU7A^ *'J7AS^t')< 7;^U±^H^(0>J^.^ *UI/5>7A 
£L T^>"7A^ AU7A&&£)££©«*^ 7>*x£A£fc£& 
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JBj£LTtrvrt>«kV>. Sfc, (I) (10 tt, JfiStt^tBS* 

WT iSSSfi. U >@£il, ^TKIil^i'ciil : 

(I) (10 (ETF, #B^t£4&£KiB"f3 

10 £tiwrfc,£Vio 

i#S14#> ftggttfc EHBSttfcS:^ 

^a#£ft^£&&{fc£$Km&> (+)-7>7m'(-)- , 7>T;i' 

SI, (+)-fiEBI, (-)-S5K» (+)-l-7x^75>, (~)-l-7 
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mx\mw^u^h^yy^<om^ enantio— ovmc i v— 
x^y-Jk -f77*a/v-;k 7-fehxMUk 

h^7 7^-Oi^> CP-Chirasil-DeX CB(S^-x;l/lMx>XftgD&£ 

0 3fc#Stt3&KH«ffi D BIT E «fc 0 0!l *. 

#f8Efb£te# J $H t rtK:fc: KP^*fctt 1, 2 $7^ 7 Mfb 

i5 . ^t^t^mm^mmmx^ mtpa ca-^h*->-a-(h>j7;i/*P 
20 n^*n7^ H#:^fc«xxx;ww> ? 7x-ru^v-^e.n^. #@§£n 

25 ^tcfc^^^^o^ti (r) tc^T^t^ Tfcfe'&s&WfcBUt, 
v hMtzfiittt&m [flu (r) <D7$yS#x^ nit/^Wfc, 
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Mk, IfnUS^M^Wk Mnu^M^^Mt. tert-y^JU 

fc*nittt&®ts.£} (D 0*afcg#7~>;Wk 7/u*JWk 0 

5 ^b, K5Kft;£nfcfb£«j (09. (r) ©*B6S^7-fe^;wb, 
/wsm;WL 7nwfJWb» tfAn^ow^ w=/-Mk. 
4k, 7?~M& *s*?)V7$; trfrXfr-ft-Mkznitik&Viiteii) ; 
ik£® (D o*;i/^+->;us*«x^T-;Wk:> 7s H-rbSftfefb^ im> 
\k%*to (D o#;w^:wi/g^x^;vxxx;Wb, 7x^hxtjml 

7^u^;i/xx^;Wb> 1, 3-mvi/> 

-4-^;i/) *9\>Px*x;Wb* V^n^^;p^->*;p#xjpx^;vx 

-ffc^te (r) ©^dF7 7^i j£jn*£i 9 9 o^ffJ rEH&cD 

PB9&J ^7tfflf|-l 6 31*619 8Kfcffi*c3ftW£«k'5fc, 

wLm\&mt\sTm^*>nz>tt&m (id fc^b «in) . \k^m 

(IV) , (Ilia) , <b£«& (I I lb) , fb£4fc (I He) , <b£^ (I I Id) , 

\k^m (ii if) , {b^« ciiih) , K&m din) ^n-^n^ tbTffl 

25 lrvrfc«ktr>. £0<fc 5 £&<h LTte, ffllfBLfcfb£«l (I) Sfctt (DO 

TISO [JKiiffilj 'fc^b CS2iif£7] fcfc^T, 7;WWbjRj£, JUtK 
^»EJS, 7%JW5Lfos x*xJWbE^ 75WbKf&. xJWWbKffc. 
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tf-vt 77>^->3t^ yU/tU-va >X (ORGAN 

IC FUNCTIONAL GROUP PREPARATIONS) ^ 
2E 7*f$7^^tt (ACADEMIC PRESS, INC.) 
5 1 9 8.9¥T<J ; □>7 p, J / \>v^ • 13— y 9 ' h7>Z7*-*->'3 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

mm. i ] 

5£ (I) H*^TX^-(CH 2 ) w3 CONR 8a (CH 2 ) w4 -l?fe^>{fc^ (I a) 
(75WLRJS) 

i 

Ar -(CH,^— C00H -J- HN-(CH t )w4 — Ar — Y— N' 



^ftM^-e^^ts. j&scjsi;, i js^l i.5 mw<D 1- 

t HD + ^>7hU77-;KH0BT)^ci;^(*fc«)M^*^^L 5 1*0 



(II) 



(III) 



A r — (CH,)^ —CON — (CHj) w4 — Ar — Y— N 
(la) : . 
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m nwSi^Jj thru. mm^"y^u^^y)Vt})Vt^ ^ K(dcc), 

5 r^«$j £LTte, xbu;i^$(#£b<&7-febxh 
V)V), 75. H^»($?^b<«DMF), APy>fc^{fc7Kfl£M(ff£L. 
< P P * * » . X-fJW&M U < THF) & £ n5» 

ji n e «; - ^ttot'J'&ir^ tTffl v^t % «fc k 

U?£A> jjcjfrffcJ-r-UtfA, ^SHfc&UtfA, 7K3Hb#;i'>'£Aft£) , 
7 r ;i/*U^JR*fctt7;i/*U±«iijS07Sh , IS (09, U5F?A75h\ ^ 
HJ2A75K; U^^Av-ry^Pkr;i/75 b\ y^AS^n^S/ 
;U75b\ U^^AA^It^^^^^vh*, ^hy^A^+tf^Wlo^ 
15 75? #y.£A^tf*^;WH'7^Kfc£) , 7Jk& U &JRi:fctt7Jl/ 
*U±^M©{£^7;i/P^'>l i (#k ^HJ£A*h*5'h\ ^hUC7A 
ih^yK, *U«^A tert-^h^>H&f) fti'Olil; 

2) fl|*fc& 7;^U^JS*fctt7;>*U±^JS©'*K^» (&U #|fc 
^hUCA, *B6-ffc*U^A; zKKflsU^^A, TkMAU^A&a , 

20 7;U*U^R*fctt7;U*U±S^SOKKfi (#J> &BW-HJ2A, ^ 
#'J£A, &BH:5'2Afc£) , 7JU*'J^JB*fctt7;U*U±^JSOK 
KtK^% (09. ^B6*3H^"hU^A> 'J £Afc£) 

3) fci;U& hux^;w7sx v<yyptf;px^;i/7 = >, n-*?- 

25 ;^;i/*U>> V*?)V7S.S tf'Jv>, DBU (l, 8-^71fk*->^P 
C5. 4. 0] £>x*-7-X» , DBN (1, 5-v71ft:v'£P [4. 

3. op y>-5-x» *fo75>m;^tftru'^x -fs^/-;k 
5. 
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#I*J£ 10 ft^ly 24 ^ff B 1T^5. 
<fb£$j(II) ©S*&ttSIS#t 1 75:^1/ 5 * K tt 1 L 3 1*) 

10 h\ m^DS Kfc£K «B^K«lzK«J(^» C 1 _ 6 7;i'^-*J^>B6» C 6 _ 
15 & rflisissWbT^Tt>«k^7xy-;vj tofctt* r«&gj tbxteu 

W^.«/NPy>JSf (0>K 7^ 3 7 lift £) , XhP, A 

n$*xfcsnwt&«fct'> c !_ 6 7;p^;k Apyx^n-avrfci^ c , 
& rAo$*>ftsnwrt>«fc^c 1 _ 6 7JWki , rAnyxbSttw 

»«e, ^mmmm. -hvjvmm, 7$ks»», 7-h>m» 

x 7 £?W?£U>o 
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mMi tvx\t. mtffl&owifiRKbnz. $?£b< 

tt> *&fb:J-HJ£A, KBlJ&UtfA, &K;J-HJ?A, fcSKW-hUtfA, 
zkBMfcfc'JSA, &B6*Sfc:J-HJ£A* U. 2 A, HJX3\>k7 5 

. w% 5 ^k^l 40 urn $? £b< & i is mmx$>%, 

R 8 ' 

i • /■•■-, 

W— N— (CH 2 ) W 4 — Ar— Y— N' 
(Ilia) \ '">•' 

15 fc;M0iJ, ;* h*->#;i'#x;k ib+y^M-JK tert-^b^*>*;P 

<;k n.n-^ws/^^I/x ->u;km. hu/^;kvu;k mj 

20 X^kVUJk v^3\>k7xXJk>U;k tert-^Jk^^JkXJJk tert 

-y^;k^x^;i/'>u;k^a> c 2 - t 7)Wr-Mm* i-7UJi>fc£)fci:tf 

ft*, 32£fc£K C 1 . 6 7J^+>'(^1 *h*X Ih+k :/o#*-> 

&a £7c«x h D^^Tgm^nx^Tfeck^o 
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fflfitt-fb^(IIIa)^LTjifiri &V>b lOO^S, $f£L<ttl fcV*L40 

5 i:L<«l&£fcV>M2gajn?fcS. S*NfKttji« 0.5^*^1/ 48^ 
m, & S b < 1 P#IBfcV> b 24 

10 b 200t?, £?£b<teO c C&^b lOOlCtCft^l-SCtCktJTTaJlit)^ 

R 8a 
I 

W— N— (CH 2 ) w4 — Ar — Y~ L 
(1Mb) 

/•X 

HN' 

V...-""' 
(UN) 
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ft rs^s^tT^Tt>^viC 6 _ 10 7U-;^;i'fc;u^->j tew 
a □ v ><fb£ nx v>t *> «k ^ c , _ 6 j;^^* & » c ! _ 6 7 * v& 

10 Tfe £ fc^c 6 _ 10 7U-;i'7.;i'*-;i/^->j 0£#09£LTtt, ^>-t?>x 
^^-ji/^-x p- h;px>x;i/^^;i/^-x 1 -^7^i/>7;i/*^ 

AD^Mbj^b*^^ ^filtt xh'JMW, 7 5K5fci8«L 
N-y^fMM75F (DMF) * 7-feh>> x^/-;k t?Uv>& 

fb£*&(iiii)0&/BS«. {b^tounwuatu 1 ssfc^biooss"e& 

25 Ot:fcl*L 2 0 CCffiSlXttgiflfc^l/ lOOTCr**. 

K^Wtt, #l*J*ift 0. 5 PtfrTO^ 1 

JfiSO#ffiTfcfToT'feJ:^. ft&Ste> £f£L<te, #3Hb 
^-hU7A, ^*<J7A, &Btf-HJ«7A. 7K$lb^HJ7A, TKKib* 
U-)A> £»KSi^hU7A, «7K^*U7A> h'JlWSX tf'J 
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v>&£-?&5o &g<2«te{b£#Kiiib)ic;ttU 0.1 te^L 100 S*, 
R 8a 

I 

W— N— (CH 2 ) w4 — Ar — Y-OH 
(Mlh) 

5 

- ^ >- £ fcteg&S^ b wt *> «fc v j c e _ ! o 7 U n )V 

io ^-+->T**'fb^»tt» {b^(IIIh)^^l©7->;Wb^lc#T^<i:fcJ: 
oT»igt"S ^J^«{k^(IIIh) £: 1 5 US 

&Ste> £?£L<te, ek&#U£A, HJtf A, HJX5PJW7 

20 Mi&Ste-20 , C&V>L 200'C, ff£L<tt(TC&V>b lOOtTC&S. SlftPt 
Witt 0. 1 mmfc^ L 48 * L < tt 1 fctr* L 24 
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a □ v >fc7K*B!fc mm \1 s ft £ . 

-ft£«KlIIf)£* fliJ^vi— ^l" ^T^yWSXh'J- 35 , 

2761 (l992)^£tffi«©SlS»*Vitt^ntJpr*JE^^#1"JltCJ:oT 

^A^^OTK^TJUSX^A^^a £^3^&&£tfW£ft£<> 

te£«Kiiih)tt, to & 2- 

15 3212 (1991), ^r^yWSX hU-, 35 , 2761 

(1992)fc£)fc«kD. N-**1M HW^tSetHioTliltS^t 

MIB^tl (1 1 1 i) §^a©*Sl:i 0 SSig-rs £ £#Tf£5. 

20 {fr&4SKIIIa)tt, S 
I 

W — N— (CH 2 ) W 4 Ar— R 9 * — CO— 

CI lie) 

[5£4>, R 9> ^-&^^^«Aay>{b$nT^Tt)<i:^2ffi©c ,_ 5 *sia:K 

25 ^«j(IIIi)i:SK^-&SC:tC«fcoT8l!ji-r2>i:t , bT?^5. 
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5 ft$nT^Tt>«kViC i.eJJWWSj OS'S* KStgClfcHLSOfcOiW 

/\Dy>ft^b**«»i«, -hu;^«. 7$F«»«, 

T/BWb«J;V>. &75>Tt>, x^y-;K ft&fc£#JFi;bK 

15' ^ithU^A, 5/7/7^*^*^*^-1- U^A^f^ffl^SnS. Mtu 

(i i ic) iriB{b-a-#i (i i iw &'jk9B<DmtRj&K.ttTz ttz&om 

ADy>8, >J^^;^;U*^->H*ffl^ifcBlft(Swernil'ft:), fill, 
£7c, {fc-&«j(IIIc)tt^i!B©X^7 : -JWb^«l(IIld)A^6, GrignarrdStH, 
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I 

W — N— (CH 2 )w4 — Ar — R^ — COO — R 9b 
(Mid) 

cD^tB-^^MfB t mMm^t] xm •ztizfc'&mtikGm a 1 1 i ) t 

{b-&tl(IIIa)tt, 5£ 

I 

W — N— (CH 2 ) W 4 — Ar CH 3 

(I I If) 

^\7-U^^7)V7^ 22, 195 (\m)t±E\zum<Di5m\z&K)jLi-^y\k%m 

7^-)VUE^m^X^^n^> a 
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frt>UZ>2 5 &&<D -CO- E<D?S&*T V >g£o ^ 

5 

a, 6-75 i/>#;i^>gt7^x;wK> 5-7 a j-i-i-79 

• u>*;^>Bi^^;pxx7-;ni, wo 98/43953 uz\zffi&<D-)3mz.&T>w& 

|ylXfJHS« ^IJ^^IP 06107599 ^^'{Cta^O^H^D^ 
-^j-y^^SXh'J- 60 , 4412 (1995), tr^tDl 7 7^->i" 
15 it5:tt>?f5. 

mmt&muumt^ &ft / £®o)jjmz£K>M&tz>z\t&T'g2>o mx 

tf, 6-75/-2-/^;MV U>tt, tfUV-7>*>. 42 , 175 (1999). 

^7* ^7^^57h'J- 28. 1753 (1963), S?*- 
^ *7* ^ = *)l/7tXf^- C. 829 (1970) &£Hf3S£cD;£j£t> b 

±|B r^;i,^->CD£jf&tt^##:^fflV^^j te. 5£ : Ar 1 - (CH 2 ) w3 

-so 2 oh ^(Dtm\mmtnMm^-t) n^n^^tsym. £ 
tc\z3t : Ar ^(ch 2 ) w3 -sooh &*(Dmm$m&tmi&m**T) -v% 

25 ;u7^c >7$ F^&^iirs^ckMT^o 

5£ (I) tC&^TX7^CH 2 ) w3 CO0(CH 2 ) w4 -T&5fl:£^ (lb) te, 
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Ar 1 — (CH^— COOH + HO— (CH 2 )w4 — Ar— Y— N 



(ID 



(IV) 




Ar — (CH 2 )w3— COO — (CHp„4 — Ar— Y— N 



(lb) 




(i 0 vRMtWNfct. \- l 5 mm m * l < « i fcv> u 3 s*) 

10 Sfi, #£L<«1 &V>L 3 S*o4&So*#Ttc:fTbns. 
10 5Sr#««»a, -FUME 75 erh>*»«, 

15 • 7K*-fb^- h V V A, KK* U £ A, h U ? A, zKM^" h U £A> 

20 flT&fcKIV) tt, g^ttO^ft, m«W09838156 JCS3«O*ft**V»tt 



[Siife3] 
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5* (I) £:felvrX#-(CH 2 ) WI 0(CH 2 ) w2 -T?&Ms£& (I c) «, 08 

Ar'-(CH z ) w1 — L -f H0-(CH 2 )w2 — Ar— Y— N( 

(V) (iv 1 ) : \ , K - 



Ar'-(CH,) W 1 — 0— (CHj)w2 — Ar— Y— 

do [ \ .?-"' 



20 



5 K*©|B#ttMBHi:^iS«SST] 

ft^lfc (IV) £*UfcV>L5£S ($?£L<tel&^L2^ft) <ZMt£^ 

10 WJX fcTU>?>fc£T&£. 

££®tefflStt. ji^b-&% (V) t»UTiKll^U5SS-C*5. 

AD^>ft£*«5^M> ^#^M> xHJ;i^»J& 7SH*»S 

15 £;±*JSHOS!l'&-CS^LTfflV»Tt)«k^. ftfrTt), 7-feh-HJ;k N. 
N-y^^*M7$F (DMF) , 7irh>> X*/-;k kf-.'Jv^fc 

5. Karate, ^«*9 0. 5PW^U1 BT&So 



WO 01/82925 PCT/JP01/03614 

69 

-HU;U^»«, 75b*£M, drh>»»& TJUtf+v 
V>Tfc«£K ftfrTfc, 7-fch-HJ;k yi7Da^>, £DP*;W>& 

®s-2o , c^^i/ sot;, ff*u<tt^tai?*«. strati, 
ast 5 #h&v>l 40 urn # « i fc^L is nsra-cas. 

15 5S (I) t^^TX^-(CH 2 ) w3 NR 8a C0(CH 2 ) w4 -Ta5-g>^-&#I (Id) 
(75 KfcEJS) 

Ar'-^-NH + H00C-(CH 2 ) W 4 — Ar— Y~M^ ^ ) 
(VI) (VII) : 



R ,a R »... 

Ar 1 — (CH.) w3 NCO (CH 2 ) w4 — Ar— Y— N( 

(Id) \ R : - 



fb£*!j(VIim, ift^O^Tfe, ^J^«W09838156 CIH««^k»5lr»tt 
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[SUES 5] 

5* (I) I^^TX^-(CH 2 ) w5 NHCONR 8a (CH 2 ) w6 -T$.^ft-&^l(I e) 
5 tt, mtfFI2£^7fcEJ&K:«fcoTfiig£tt*. 

uresis) 

I / R 

Ar 1 -(og h5 -". + - Ar - Y -N\ 2 / (IX) 

(V,I,) o^o I " " 

' 6 " "' 

R 8a R «... 
► Ar'— (CH 2 )„5— NHCON — (CH 2 )w6— Ar— Y— : (|e) 

it^(Wt 1 fc^L5 Sg($?£L<tel m>L 1.5 31)ft^« (VIII) 

rmsj turn fl&lBfc^fcfcfecjWBV^ft*. 8&£f£. £?£L< 
tt, Ktt*U^/x» £HW-HJ£A, TKKft^-hU^A, 7j«t#>J?A, 

/Noywb^t7k*^»a, 5fSK^»JSE, xHJ;Wi^$u 7SK«»i», 

MF, 7-fehX X^y-;k t!U v>&£/Wff£LV>. 
20 EJfcfigte,Sft*9-2 O'CteV^Ll 0 OIC, jf*U<tt£i&fc^U8 0*0 
SJS»#ll0te, WAtfiftO. 5B5Wfc^Ul BT*5. 
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5t (I) lC43^TAr l tfm&&ZGlsT^Tb£^mMG3f&1£& (Ar 2 
-Ar 3 ) X&Zfc'S® (I f) tt, ^«TI37U-;U*y7 r U>^filStC 

Ar 2 — B — L 1 + L J — Ar 5 — X— Ar— Y-Hl' : ( X |) 



Ar— Ar— X— Ar— Y— (If) 



10 [5£+* Ar 2 ££t;Ar 3 te, *n^n«»S£WLWT*>«fcV>¥3l5$;^# 

Ar 2 &«fctfAr 3 #, tt>CfilftSS:WUT^T ! bJ;^7x-;U-e»0, Ar 2 
-Ar 3 ^g^S^^bTViT=bJ;Vib*7xr:U>)l/T'$.^^^$f^bVi. 

20 >v:M£7 (Acta. Chemica Scandinavia) , 221-230 199 

-fb^* (X) <h 1 fc^b 3 ^M«f*b< tt 1 fcUL 1.5 iSS)0{t£«l(XI) 
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5 

•hmvft>nz>. & tnyWkWSd tLx\z. 0y*.«, fh?^ (hj 

7i-«7^» A5?v9A (OK g»1^7A, t'X (MJ7x 
-)Vts7,y^y) nvWk (I I) ?nUb\ 

;i/*7.7^» xy^;i/ (o) &£«tf£n£o 
g m®&j&mm <D&mm\Zs its® an k^lt, #ao. oi&v> 

15 &S. £J£«1&, ^R«*913&V5L4 8I^KI-C**. 

mtzEtfmfbnzo z.nz\$. rmsk±^mM.<o^-vm^xm^xh 

2o fc£#j(x)£ckmt;£Mim, 9 8im*S££#"e 

{b^ft (i) (r) fiTF© [»jgffi7] \z£?xhm 

&-rz>z£tfx£z>o 

25 [«!jife7] 

(10 «, 0ij7L«5S: Ar'-H (XII) 
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L— X— Ar— Y— N( (Xlll) 

[ . [ V--" 

5 <b£$) (XII) $3«ktffc£«& (XIII) tt> S^»o*teK:«kDKigr*c 
stria r7;^-j«tj tbtn mfct **y-Jk x*y-;k 

10 HUB rx-fM^iJ tbTtt, 09*.to£ vX^JPX-x;k fh5k 
HP77XTHF), 1,4- X 1,2-5?* h^S/X^>^£^^e>ft 

is mib ^mm^mm tvx\t, m%.& i>-v>* wkxx *->ux 

^"fr >fc <J£#ffl ^ £ ft S . 

BtffB h'lffiJ tL/Ttt, N,N-->*^^;^;UA7^ K (DMF) , 

20 N.N-^^^T-fehTS h\ N-Z^fcToU K>fc£)WB^&ft5. 

f&lB r^rh>« tLTfck 7irhX ;>Wkx?Mk^ h > 

fc£jWB^5ft5. 

WiBrx;p*+-> Fl» t \sT\*MX.& ^*5F;kx;k**-> k (dmso) 

fc£j&W>SftS. 

25 tGIB th'JJU^lJ ibTtt, fclfcfcT* 7irhxh'j;k ^Ptr^x 
HJjUfc&Wfl^&ftS. 
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<k¥fcjfc&u%-£t>^z> ct\z&r)B tfwmm \z%mtz> - 1 t>T#s. 

75/0#SS£LT«, ffifflW£LT^Lfc75/S<B£aS3Wfl^ 

jk yotMk ^vyntrjk 7*?;k tert-7*3Mk%£)> c T _ M 77ju+ 
15 ;kw, 7i-jv, Mj^Jk vU;K^ HJp^;k>u;k 

HJx3Mk>U;k S^?Mk7xXJk>U;k tert-7>;kv;Wk>U;k 
tert-7>;k^X^;k>UM£<i:K C 2 _ 6 7Jl^rx;KR l-7U;k££)& 

kHo+->o««sti/Tit m%.\& c 1 _ 6 7Ji/=¥;K^j, pWk x^ 

^jk c 7 _ 10 77;WKflU o-Xk^a, *;ks;k c 1 _ 6 7;u^;i/-* 
;ktfx;K#K 7-t5 L ;k 7°ntf^-x;i/^t*)> ^>:>f;k c,. 10 77^ 
25 ;u-#;k#xjK0!k ^>v;kfr;u#x;i/&£K 2-fh7t Kot^xjk 

2-fh7tHD77^JK ~>U;K01J. MJ^JkXJJk hUx^kv'J 
Jk y^fJl'7iZJk>'JJk teft-7'^;kv J ^5 1 ;U->U;k tert-7*3Ml/ 

>?x^;i/->u;k^t*)> c 2 _ 6 7;k^x;K#)j, i-7UJUft£)fc£*<Jfl^&n 
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75 

y{y jr—fl-yp i/ >-fcz/7s (Protective Groups in Organic 
Synthesis), John Wiley and Sons Tg(1980) fcfB®©#£&£K«TfT o 

15 

20. tbT^IiOHSiLTft^nTfei^. 

*»^b^«btt» ffinfc MCH §«^*ft^;ft, MCH (CigHTS 

tKyh, tU/v, itJb, k h £ £) fctt U 

mch njeH-rs^Bo^BS-teSsi^ftuT^ns-^^ns. 
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(malignant mastocytosis), ^Iffll (exogenous obesity), Sfi'f>->:x 
U>ttlEfS3E (hyper insulinar obesity), iiMttlE^iftyperplasiic 
obesity), TS#M^ (hypophyseal adiposity), MMttlEU^ 
(hypoplasmic obesity), rajMm~Ffle« (hypothyroid obesity), $ 
5 ^TSBttM (hypothalamic obesity), ^&JM§# (symptomatic obesity), 
/hJSJESi (infantile obesity), ±¥#IS^I (upper body obesity), 
«ii (alimentary obesity), MsgiSTttHEri(hypogonadal obesity), 
±^WMW^M (systemic mastocytosis), WttflBri (simple obesity), 
4>&ttlESt (central obesity) U El , ^/CiiiS(hyperphagia), 1fSj^, 

10 >mmnmu Et>mit>n%. 

#5^© mch ^nzmts®} ( i ) ( n 

25 bsm, ircM^j, mmi vmi mm, mm\i££vmm*m^% 
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$)VV. K^U^&^^f StlSo 

(l-hpc) fcartf^tfsns. 

n-;k D-T>-h-;k £,&#^>^;^ x*/-;k MJX7$y* 
20 ;nz;up-x^-hU^A, ;*^;Hr;up-7» tHo^i/^^WP-x, 
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>Bfefc£a*W-&ns. 

y-fe;u*^tr), ;&l*£9 (09, &T£#t£!k 

W8M13.£) , £89 (09^ IS^SIfcf) * fctt8y'(09» ffctttt"? 

10 (09» BJ& #MS^)^^tg#T*^t^T 

to*<Dfc&b (io <z>-^r*Kt 09*. tf, ^-n-^n MCH©ttS9Sfcttg«3a 

JEdtft^-ftOJIQ 0. 1 &V>L 100 fift%T&3. 

15 

t) asaws ns. . 
09*j& ^woMCHjisisisfcttEKiaj^**. Mse©$AJ§#(#s 
m 60kg) nnspis#-r*«*&© i B^fcDoa«tt,-€-n-?nw^»T?* 

20 5<ft£$/ ( I ) ( I 0 chbT, & 0. 1 fctr>U8 500ng, 0 £ U< 1 

lOOng, 3&fcff*lXttil$5fcV>U&100ngT?*D» 1 

^©j;"5fe#ffflffliis9tbTH, 0ijx.« mmm^m , r|fgjg§£0fjjj| 
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U>$H&GS3Ilk tf^77M OX'JX a— *f)V3z/?— tflSI. 
)3 3 7 F W-'J >£g#f£Ifr3i&fc£jWtf en*. 

<&TW>M&) , JTT-5 0 1, G I -.2 6 2 5 7 0, MCC-5 5 
5, YM-440, DRF-2 5 9 3, BM-1 3-1 2 5 8, KRP-2 
9 7, R- 1 1 9 7 0 2fc£j&*tgtf 

io -f >xu >M>«^<hbT«, w*tf;0P7*-;^*iW#£tf&n*. 
K^;i/7*n;i/m*»J©^^i:bTtt, fllAtf MK/*5 F, 7p;1/7°p 
/^h\ F?1f$ b\ 7-fe b\ ^U?PtT^ F*±tf-€-©7> 

t-^^I, ^'JW75F, ^U7?>>F> ^U*b!U 

x7*U-F, ^x7*'J-F (KAD- 1 2 2 9) , JTT-6 0 8^t'^ 

tfenso 

$>&£#^f ens. 
20 -<>xu>ti/rfcju ai*. y^©ra^etttH^n/ u cS)tK>x 
u> ; ^©i?i«Ai&am$nfc<>^u>^e)»*»fc^snfc¥^ 

*U>fc£j&Wf&ns. *(>7>V>t\sT\ts 0. 45^e>0. 9 (w/ 

25 ^u^&aijisnsT'o^sw^u^ffiffittf'bfflvssns. se^ 

-f>*U>fct -€-077^>h*SVi»SI»#: (00, INS-lfc£) "T&oT 

-f >*u>t«, mmm, m$m* =&m* ^ras, 
a* © t> $ n* *«, cine ® c «fc o mil # 5 . 
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0 37Fl^y>£§#fe»aS£UT«» #A«AJ- 9 6 7 7, BMS 
-196085, SB-226552, AZ 4 0 1 4 0 U£ifi&Vf StlS. 

U>^'Tb% l^7 P 5 1 >. BAY-27-9955fc£**#lf&tt£. 

±13 mmm^mm^mmi tvx\z, mtf7;i^-xM7GiimMi£, 

10 ^ -/ h ; -T Sl^^y h ; ■V?U7>9y h ; SNK-8 6 0 ; Vi&ftVT.* 
•/MARI-5 0 9 ; AS-3 2 0 1 fc£##tfe>ft5. 

-jut* y^i—zcmmnthT}*. ^ja^ngf, LY-333531 ^^^^^ 
15 ±mm\z^, mmm^&^mmi tLx\t, w^«7^nx^^ 

;k m&^7^J h\ vDZ^lZ-Jk ffiK^^'>^X -OiJ-'OhK 
X^;k ^T>5 1 > (memantine) , fc?T^KU> (pimagedl ine ; ALT-711) 

20 anHn^^^f e>n*. 

&WMfflnt\sT\t* «f!l^«V^>H-;K f^X7x>77$X 
^^■fe^>> v7*h^>, AW7$>fc£#^tf £>n5, 

25 ^fc^awf^ns. 

7>zs*^>y>%&&mm.mmtLx\$, ^«*^h^u;k x^? 
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yu;k (EM) T7yjjK uv/yu;k <5^'Jjk 

^:Mf7°U;k 5/7lf:/UJk f^/UJK h7>K77°U;k 

*u^A^>*;mPiitUTtt» f9^.«u^n-7*UA, L-27152. 

AL 0671, NIP-121 &<J£#W£tl5o 

7>zs*7->isyuimmtLT\z, mx\tuD-)V9>. xytt^y 

yl/+->fJk /WhH^X 4)V^&)V9>, CS-866, E4177fc£*tW6 
10 tl5. 

7.93-y. unxz^y, 7b)inx^^y, y)VA7,9^y, vk>?m 

15 -fcUAX^X -f^A'X^X ZD-4 5 2 2'Sfctt-€-ne>Oifi (^1, 

*9Knk. ^^/7A,^D^i« 

25 

Mia bfc^^n»j©a^«BttiB«$ nr, mch ^amfcttE^fajfcft 
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£TF©##0i HflS^*® rgu teo&^L3 0t£^u WttlOft 

25 &«£bfc 0 

FABMS (pos) Sa/S^W^Sa^fe (Fast Atom Bombardment Mass 
Spectrometry) \Z&tfZ> (+) STifflJtLfcgaX'^ 

s : ~>>#Vy h (singlet) 
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10 



15 



20 



25 



d : PzfVv h (doublet) 

t : HJ"7>y b (triplet) 

q : ^jJl'fyh (quartet) 
m : V (mu 1 t i p 1 e t) 

b r : -F (broad) 

J : t5v (c o u p 1 i n g constant) 

Hz: (Hertz) 
CDC1 3 : I^pp^M 



DMSO-d 6 
THF 
DMF 
DMSO 
WSCD 

WSC : 

! H-NMR 



i-x^-3- (3-v^^;P75yyotr;w 



(ffi#7UHfc&CDC l' 3 +T«!l5£U£. ) 
I R : ^WKT^ HU 
Me : 

E t : 2L?)V 

HOB t : 1-t h*D*->- 1H-^>V*HJ77*-;I/ 
I PE : ^y^Otf^X-x;!/ 
DMAP : If' J v> 

IUPAC-IUB C omm is ion on Biochemical 
Nomenc latur e\z£ZM^&ZWt%&fr&\Z%ftimmMtt 
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0 #£i^b&ttft«L#:£^Tfc©£T5. 





DNA 


: f^y'J« 




cDNA 






A 


: 7t-> 


5 


T 


: 




G 


: tfj-y 




c 


'.i/hyy 




RNA 


: UafrRK 




mRNA 




in 


d ATP 


• ,x » I 'r y y ' ^ ■ ^ 




d TTP 






d GTP 


: rt+^T/y^H'J > 




d CTP 


• ^ 1 ^ *r y ^ ^ ' * y ^ U 1^ 




ATP 


: 7tV ->>- U >^ • 

• y y y *^ *^ i ■ ✓ »^ 




EDTA 






SD S 


• KxvJUdS^^ h 'J #A 




E I A 

X_s X X*. 


• x>if-f A'f A 7 7yfe-f 




G 1 v 


• if U v> 

• *s S 




A 1 a 

X X X cx 


: yy-y 


20 


V a 1 


: A*U > 




Leu 


: □•<->> 




I 1 e 


: -f.VD-f v> 




Ser 


: -fell > 




T h r 


. S\ \/ a — y 


25 


Cy s 


: y7r^> 




Me t 


: ^^-> 




Glu 


: $Ml>*5>Bft 




Asp 


: 77>n?*f>tk 




Lys 
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10 



15 



20 



25 



Arg 


: 7)V¥-> 


H i s 


: t7.^v> 


Phe 


: 7x-;i/7^-> 


Ty r 


: ?Ui/> 


T r p 


: HJ7>77> 


Pro 


: 7°P U y 


A s n 




G 1 n 


: ^;i/*$> 




: bfP >®£ 


M e 


. j it ."ft - 


E t 


: x^Jl/g 


Bu 


: 7*^;i/g 


Ph 


: 7xZJH 


TC 


:^7V*Uv>-4 (R) -^7JU#^"tJ-5 h* 



To s 
CHO 
B z 1 

Cl 2 Bz 1 
B om 
Z 

C 1 -z 
Br-Z 
B o c 
DNP 
T r t 
Bum 



P - MUx>7jM^;i/ 

2, 6-^DD^>^ 

2 -7*Dt^>v;i'**->;*ui'fc;u 
t -7>*->#;i/fc;u 

t -7*h*->*3^ 
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Fmo c 
HOB t 
HOOB t 

HONB 

DCC 



N- 9 h*r : s%)V#=.)V 

3, 4-> f kKo-3-bHn^->-4-^V- 
1, 2, 3-"*>7MJ7>"-> 



io CSB^j#-^ : 1 ) 

=7v Y SLC-1 Kt"5 cDNA^X^ 'J -->^l:fl l>fc#j£DNA 

Gra##: 2] 

7>;h SLC-1 ^n-K-rScDNA07>^U-^>^{^fflL^^DNA^T. 
CSH^iJ#^: 3) 
15 SLC-1 <D£7 5 7 ^I2?iJ£^-f „ 

5' W'Sal IRaE^JjWiraSfU £fc3* flUfc Spe I KS&iE^J;Will$tt 
fc 7 y h SLC-1 cDNA O^ffiSBB^JS^T. 

20 SLC-1 |gS CHO Kfflia©^^ D->C^tt* SLC-1 mRNA ©f8SS*ffl3t 

T*fc«)CftfflbfcU #7*0-7* (riboprobe) 
m&m^: 6) 

t h SLC-1 cDNA £Iftf"H*5fc«>fc:&/B DNA £^T. 

25 k h SLC-1 Sn-Hf*cDNA*2*®K: - rSfc»tfi6fflL/fc7 , "7'r , 7-&^ 
To 

CIB?iJ#^: 8) 

t h SLC-1 £n- FTS cDNA £&g@e?U£^T. 
(Wf : 9] 
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t h SLC-1 (D-kTS. ymMMZttto 

mmm : i o] 

t h SLC-1 (S) £3- FTa cWhOZ? Ufc^JSfiDNA 
(|B^iJ#^ : l 1] 

5 t h SLC-1 (S) S3 - FT 5 cDNA£>X£ U— — Lfc£/&DNA£^To 
ffl^J#^ : 1 2) 

t h SLC-1 (L) £3 — H-TScDNA©^^ »J— ->^fc&/B U&'&ricDNA 
(ffi*l##: 13) 

t h SLC-1 (L) £3 — Hi" 5 cDNAOX^ U — - > ^fc&ffi b tc&f& DNA 

10 CS2^ij#^: 14) 

5' ffitCSal Il»J«^tl, Sfc3' MtCSpe I B«E*J#ttJn3tt 
fct h SLC-1 (S) cDNA ©^iftSE^JS^T. 
(SB7!l#it : 1 5) 

15 fctb SLC-1 (L) cDNA O^fiSBB50S*"f . 
Ci3^J#-^ : 1 6) . 

th SLC-1 (S) ^CHOtt^ct^hh SLC-1 (L) SSfiCH0m©&£ D-> 

SLC-lmRNA ©^aS«T5fe*H^UfcU ^^P-^ 
(riboprobe) £tkTo 

20 1 - 6T?#&nfcffi?>J##: 9TSSnStftSE?lJS3- b*T£ DNA 

S-g-tf^^S HlC«fc*»HIEJft# Escherichia coli DH10B/phSLClL8 \t. 

«i 1^2^ i ufrbmmmmgxm&ffi&±ftx¥x$i8.mm9tm (n 

I BH) tW^FERM BP-6632£l/T, ^11^1^21 

Bfr*>9tm&^ (ifo) fo 162 54£l 

25 TSFteSftT^*. 



##0!)1 
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^ /\ -Me 
.„ Me O fYY y 

Me O N ^^^^ 
H 

1) 2, 6-:h7* l/>^J&J^>i^^fJHXT;i/ (26. Og, 106mmol) 
&K,ti-?*5-)V*)V&7$ F (500 ml)l;:»fl¥U 1 N*®^ h U 7A7K?£ 
% (106 ml) £1 0 0*0^3 OfhWtTWTLfc. 3«itm 

5 ETtSSU aS«bC**Jn^^»i»*5*bfc. 5ttt«ifiMI (9 ml) 

6 _(^ j^n;i/)-2-^-7^ U>*;U#>K(14. 6g) £6fitfr*£ L 

'H-NMR (DMSO-d/ 6: 3. 94 (3H, s), 8.06 (2H, m), 8.24 (2H, m), 8.69 (2H, 
10 s) . 

2) HuiBira#fc6-(^ h^'>*;usi?-;W-2-^7^u>*JP#>K 

(5.00 g, 21.7 mmol) <h HJX^75 > (3.93 ml, 28.2 mmol) * tert-' 
~7^)V7)Vzi-)V (65nl)fcjg#U 7vfcv7xX;l/#X*ll;l<' (5.62ml, 
26.1 mmol) ^JDA, iJST3 0^, 1 0 0 < CT6P#F B M£bfco 

1 0 %£X>$?7k«, U «*«EBI^ h U 7 A 

5X50 mDKaWWU *&T> 7K5Rft;7;i/5-^AU ^7 A (728 mg, 19. 2 
mmol) ^ MT3P$Hia#l/fc. S^CSiSX^JK 10S^X>$?7K 
20 «£inAtttoU W$l£&fa&&7KT»> ««^-hU7AT^ 

hJPX> : »B&X?\^= 1 O : 1) HTML, »ffi«l£ii-'vHJ- 
fifcU tert-7*^ 6-(t h*D+->pC^;U)-2-^7^;^-A'^-h (2.26 
g) *&&W*tLT'&tc, 
25 'H-NMR (DMS0-d 6 ) 6: 1.51 (9H, s), 4.61 (2H, d, J =5.7 Hz), 5.24 (1H, 
t, J = 5.7 Hz), 7.40 (1H, d, J = 8.4 Hz), 7.49 (1H, m), 7.70-7.78 (3H, 
m), 8.07 (1H, s), 9.52 (1H, s). 
Ttmftttm C 16 H 19 N0 3 «hbT 
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fhJ¥fil : C, 70.31; H, 7.01; N, 5.12. 
Ill : C, 70.36; H, 6.89; N, 5.14. 

3) MIB2)T#fetert-7 P 5 1 ^ 6-(h Yu^=y ^M-l-fy^)Vti- 
A^-h (1.00 g, 3.66 mmol)£v£Dn!^>(18 ml)£^3?U -iHfcT 

s >#xi.59 g, 18.3 mod ^ipx., wimlX mmu&Ltco ^mm*?>% 

3&£Mffi~R;:2t^U ^MVfD^X-^)^^m^r, tert- 
6-^5;U-2-^7^;^-A^-h (889 mg) *&m%.tLT'& 

'H-NMR (CDCI3) 6: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J =8.4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
•4) mn&3)T*mcieri-7^)l 6-^^;W2-^75 1 ;^-A'^- h 
(300 mg, 1.11 mmol) ty/^)V7^ym®M (270 mg, 3.32 mmol) 
/-Ml ml) tfh7tK077>(2 ml)<Z)*g-£MM£?U "XFV h U 
k Fn&SBI^-MJtfA (210 mg, 3. 32 mmol) £iPX., ^iST2P£Ps , 1iI#b 

-;i/=10 : 1) iCTiib, ^MikS®} (242 mg) £&&?fct^<bLTt# 

20 'H-NMR (CDC 1 3 ) 5: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8. 7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.64 OH, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 



A**-K500 mg, 1.83 mmol) <k HUX^UT 5X0. 254 ml, 1.83 mmol)£ 
7h7hFP77>(9ml) («l,^T/^ >7Jl*-)V>7 o U K (0. 142 



#^#!) 2 



25 
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ml, 1.83 mmoOfcin*, SiaT 30 tt$mi>fr„ WtlSrSSU 3?££MJ£ 

mlMcMU ^^UC7A(758 mg,5.49mmol), tf □ U v>(0. 153 ml, 1.83 
mmol) £jJP;L, 60 < C-C3M^bfco S^^S^X^;i/«h7K5:JnAtttBb, 

T*ti!lU tert-7>;U 6- (1-tf □ U ^ZL)V^)V)-2-r7^)Vfi-n^- 
V (388 mg) *m&mft®t LT%tco 

'H-NMR(CDC1 S ) <5: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 
###13 



15 (500 mg, 1.83 mmoDihf^U y>(0. 181 ml, 1.83 mmol)£ffl^T> 

1 ® 4) £l^<^ft£fT5 igjlfc£M05mg)£Mfi$:|£tl£ 

'H-NMR(CDC1 3 ) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7. 31 (1H, m), 7.43 (1H, m), 7.64 (1H, m), 7.71 
20 (2H, m), 7.95 (1H, s). 



1 ) ###] 1 (D DX'Wc 6-(* )V) -2-^-7 * l/>£JI/# 

25 >^(1.00 g, 4.34 mmol), 4-7*n ; E:7-U> (747 mg, 4.34 mmol) , 

3MU7^/ tfU^> (531 mg, 4.34 mmol) £ N,N-y^f»A7S H (10 




###J4 

N-(4-7'Dt7xr;W-6-(b HP^->^^;W-2-^-7 h75 H 




OH 
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ml) \zmm b , MfcT 1-X3MI/-3- (3- V * ^)V7 5. J -? a \Z)V) SM $ 
KffiKffi (833 mg, 4.34 nunol) £in*, iItlHF B l 50*CT 2 P#KJ*#L 

MX^JU) K<kD«8lU »tti«£»&X3^#5«Sfi<bU ^tMU6-[(4- 
^D€7XU /)*;l/^x;U] -2-7^7 hX-h (954 mg) £e&$*£LTf# 

'H-NMR (DMS0-d 6 ) 6: 3.95 (3H, s), 7.58 (2H, d, J = 8.6 Hz), 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H, d, J = 8.6 Hz), 8.29 

(1H. d, J = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 
2) fl&lBl) •C#fc^^6-[(4-7'n. ; E7XUy)7J;i/^x;W-2-^7 h 

X-b (900 mg, 2.34 mmol) £x h ^ k Ka77>(10 ml)Cjg»b, *^T, 

7K^bU^9A7JU^X'7A(178 mg, 4. 68 mmol) 2 fl$Ha# 

15 Lfco £«fcgt#X3\>l/<h 1 $£M£in;i, tflKx^jl/TttftiLfc. & 

'H-NMR (DMS0-d 6 ) <5 : 4.71 (2H, d, J = 5.6 Hz), 5.41(1H, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8. 4 Hz), 7.92 (1H, s), 8.02 (3H, m), 8.54 
(1H, s), 10.53 (1H, s). 



mDKj^u m?mm co. 913 mi, 9.67 vwov'&taz.* gi&t? 3 p#i8mk# 

N-(2-^;U-6-=*V Ux;W7"feh75 H (1.20g) ^fife^t L/T^fc. 



N-[2-(tHo^y/^)-6-^; 'Jx;U]7-fe b75 K 




25 



1) 6-7Sy-2-^5 L ;U+/U> (1.02 g, 6.45 mmol) £b!US»(30 
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'H-NMR (CDClj) <5: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m). 7.52 (1H. 

m), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2) MEl)T#fcN-(2-pWU-6-*/ V-M7±b7S. H (1.20 g, 

5.99mmol) &2nu*)Vk (30 mlMd^U m-£ D Dii^Mi? (2.48g, 
5 7.19mmol) £J0;L, SfiT 3 P#ra«#Ufc. »«&«JETS:£gU 

&X^;i/£in;L, tfrtfJLfcf&*&3l5tU N-(2-*^M-:t^>K-6-*/U 

-;W7"fch75H (1.06 g) *&&B*tLTmc, 

•H-NMR (DMSO-d,) 5: 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 

7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, I = 9.3 Hz), 10.36 (1H, s). 
10 3) MS 2) TWc N-(2-^^;i/-l-^v U x;» 7-fe h 7 5 H 

(4.64 g, 21.5'mnol)*«*»K'(110inl) fc»#U 8 0T:^?4l^#^ B , m#L 
-)l/ (110ml) K*A|U akftT. l^TK^b^h U^A (21.5 

is mi) £jjoA, M-ei^waa^bfc. »ts*«ETicg*ufc. #enfca 

(1:3) &Mit&V0 (2.65 g) £efi*fr*£l/T#fc. 

'H-NMR (CD 3 0D) <5 : 2.23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8.7 Hz), 
20 7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8.7 Hz), 8.27 (1H, d, J = 8. 7 
Hz). 8.33 (1H, s). 
#%0!J6 

N-[2-(£DD*3\H/)-6-*y IJXJW 7-feh7S h* 



25 




5 T# <=> nfc N- [2- ( t H n * •> * -6-* J U X JW 7 -fc h 7 5 
b* (1.00 g, 4. 62 mmol) lim^^x;U (23 ml) SfcJftTTill*.* 2«fIB 
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tt&m (900 mg) §»*tlT#fc. 

'H-NMR (CD 3 0D) 6 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8.17 (2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J = 8.4 Hz). 

mm 7 



##^<i6T#enfe N-[2-(^DD^^;i/)-6-+y D-;W7-trh7$ h 

it^mOOOmg, 3.32 mmol)H5^m^ (17 ml) fcjri*., 100 < CT2P#F f g& 

10 LTSSffc^* (849 mg) £t&*fcbT£fc. 

'H-NMR (CD 3 0D) <5 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 
##$18 

15 4'-^DD-N-[2-(^DD^^W-6-*; U-JV] [1. 1* -If 7X-JH-4-*. 



4' -^7 D P [1, l'-h'7iZJl/]-4-*J^>g!!^i^T, H»J 1 © WSC 
20 fc75MbR^trafilO8if^&fT"5i:tfc«k0, $E<b£4&«:f&*fcbT*# 



'H-NMR (DMS0-d 6 ) <5 : 4.95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 
(1H, d, I = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 
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mm 9 




^&S0!|7 (7) l)T#^c N-[2-(l-bfa U v-;M^)-6-^y U-;H7ir h 
5 7= K (5. 53 g, 20.5 inmol)l;:ft&£ (100 ml) £in^ lI0"CTira^ 

fcJETg^U ffBfcx^;p-'\^r"y->^5S]®^'fe (4.56 g) Sf»*tb 

10 'H-NMR (DMS0-d 6 ) 6 : 1.83 (4H, m), 2.62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 OH, d, J = 2.8 Hz), 7.15 (1H, dd, J = 2. 8, 8. 6 Hz), 7.48 (1H, 
d. J = 8.6 Hz), 7.88 (1H, d, J = 2.8 Hz), 7.92 (1H, d, J = 8. 6 Hz). 
102-10410 
1 0 

15 N-[2-[(^V^oW$;)^fiW-64; U-)M7-feh75 H 



5 T'#fc N-[2-(t ^U^f-i/^^M -6-* / U -;W 7-fe h 7 5 H * 
ffl^T, ||JfiM6Ol)tlRl«oaif^*fT"5^t»C«fc0, ^Hfll^ 

20 'H-NMR (CDC1 3 ) 6 : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7.64 (2H, m), 7.80 (1H, d, J = 8. 4 Hz), 7.95 
(1H, d, J = 8.4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 (1H. br). 
147-148 "C ■ i^X^H- f)W^^» 

mm 1 1 

26 N-[2-[(->x-2,6-^^5 1 ^-i-tf^ l J> ? x;W^^;W-6-+y U^WTt 

h7$ H 



Me 




Me 
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|M&«fa5t^fcN-[2-(kHP+">^^;W-6-*> M J-;W7-bh7S b*£ 

5 'H-NMR (CDC 1 3 ) <5 : 1.02 (6H, d, J = 6. 2 Hz), 1. 25-1.76 (6H, m), 2.24 (3H, 
s), 2. 50-2. 70 (2H, m), 4.01 (2H, s). 7.52 (1H, dd, J = 2. 2 and 8.8 Hz), 
7.73 (1H. br), 7.83 (1H, d, J = 8. 8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8,04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2.2 Hz). 
Ttmftmm (W^O-O^O-hUT 

10 tUMS: C, 71.22; H, 8.18; N, 13.11. 
^1 : C, 71.01; H, 7.81; N, 12.90. 
]M: 120-122 "C (JSaft«F«E:»BIX5 i ;W'\+-y-» 

0mm 1 2 




15 

#%#J5Tt#fcN-[2-(t Ka*v*^)-6-*y Ux;W7irh7= F£ 
fflV^T, HJS^J 6 © 1 )££tf#^0!l 9 ^JfcOtSMtsSrMS&fTS C t\Z& V. 

'H-NMR (CDClj) 6 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H. q, J = 7.0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 

93-94 *C «M : vI?iVX-fJhA^» 
#*t0)J 1 3 

N-[2-[(2, 2, 6, 6-t- h'7*3\M/-l-t^y *?JH-6-*/ 'J x;U]7 

25 -feh7SK 
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Me 



Me 




5 T*§fc N- [2- ( t K o * W -6-* y U W 7 -fe h 7 5 h* * 

5 'H-NMR (CDClj) 6 : 1.03 (12H. m), 1.50-1.73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7. 57 (2H, m), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz), 
8.06 OH, d, J=8.8Hz), 8.27 (1H, d, J=2.4Hz). 
##03 1 4 

2- (4-^ D D 7 y-1, 3-y t W> 



1) p-^DD^>X7^Tkh* (3.2g, 22.7mmol) , tfT. (kFD^y 
7D>iyI^ (5.0g. 22.7mmol) £=ktfp- h;!/X>7. 

l*Wfe(0.44g, 2.3mmol)©hJl/X>(70inl)^$, Dean-Stark Iftzk^Mft 
ottfc200ml «7^7;n4 3 "C2^inS*M^tfco E£ 
15 HlfMlOOmliJDl, 1N#BMW-HJ£A (50ml) , tK (50ml) , IS 
(50ml) TfB&ifeitK flfcKT^^SATftjftUfc. ®EET«£ 

-B8X^= 4 / 1 ) L$Sfi#§il tUT2- (4-* □ D 7iZJH -5, 5'- 
y*Mlf^y-U-yt^t> (5.9g, 76%) £#7c e 
20 'H-NMR (CDC1 3 ) a :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4. 1 3 (2H. 
dd like), 4. 20(2H, q, J=7.2Hz), 4. 33 (2H, q, J=7.2Hz). 4.85(2H, dd 1 ike), 
5. 46 OH, s), 7.32(2H, d, J=10.2Hz), 7.38C2H, d, J=10.2Hz). 
MA : 54-55 *C 

2) fTIHl) T#fc2-(4-i7 0P7xX;U)-5 > 5'-> J ^;^Xh^->-l,3- 
25 s JttV> (5.8g, 16.9 mmol) £ 90%X^ 60ml CfcfilU HftK:* 




COOH 



10 
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BfcffcfcUtfA (3. 8g, 67.7mmol) £iP*T 3 IflHin&aafcbfc. ftJETJSJi 

^*^!7AT«i*b£. $ETM£g£U |f&©#£bT2-(4-£DP7 
5 x^JW-5.5»-^*;i/#=¥'>-1.3-^^> (4.3g^ 82%) 

'H-NMR (CDC1 3 ) a :3.99(2H, d, J=12.2Hz), 4.50(2H, dd, J=4. 6Hz, 12. 2Hz) , 
5.42 (1H, s), 7.35C2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
jH£: 164-165 *C 

3) gfrf32) r#fc 2-(4-^7 nn7x-JW-5, 5'-/*Jl/^y-l, 3-yt 
10 (4.3g. 15mmol) t h U X3SJI/7 5 > (20ml) ©jg^* 150*CT 4 

PfWilL KJ&«£»ffiT*»&, i^^ylfM-fJl' (200ml) K: 
'»#U 2Niaft-epH2fcW®Ufc. WfcJS£ffi?n£&*'eife#U 

fJl/«^U, »»fet»*tbTHI3{b^«l(3.09g» 85%)£#fc 0 
15 FAB(pos): 243 [MH] + 
: 183-184 t 
1 5 

6- (1 - kWJ y^JW 3^ W ^7*1/ >-2-7 5 > 




20 ##0iJ3T?#fc tert-T^JU 6- (1-tf^U ^x;W^^;i/) -2-^-7 5=-;i/*- 
A*-h (710mg, 2.09mmol) ft h U 7JU^aftfi6 (lOnDCfcffU giB"? 1 
mfBUStftlstt. R£i£«:«EETSH8U S^t^Bfex^P (50inl) £iD*., ^ 
m*U7A7jc«(50ml), »^7K(50ml)T»^, iffTSISb, 
(420mg, 1.75ininol)£8yifeiBli£LTf#fc. 

25 'H-NMR (DMS0-d 6 ) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6.90 (1H, dd, J=8.5 and 2.0Hz), 7.23 
(1H, d, J=8.3Hz), 7.430H, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 
J=8.5Hz). 
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###J 1 6 

Me ' 

Me O N 
H 

5 ###11 © 2)tHfc tert-7^;U 6-(b K n+S/^^W -2-^-7^*- 

'H-NMR <CDC1 3 ) 6:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
m), 2.53 (2H, m), 3.92 (2H, s), 6.58 (1H, brs), 7.30 (1H, dd, J=2. 2 and 
10 8.8Hz), 7.45 (1H, dd, J=1.5 and 8.5Hz), 7.71 (3H, m), 7.94 (1H, brs). 
, ###J 1 7 

6 _ [ (~>x-2, 6-7 ^ 3MV-1- U y^JW * W ^7^1/ >-2-7 5 > 
Me 

###11 6Wc tert-7*3Ml/ 6-[(v^-2, 6-^^^P-l-tf^U v-JU) 

•H-NMR (CDC1,) 6:1.11 (3H, s), 1.13 (3H. s), 1.32 (3H, m), 1.56 (3H, 
m), 2.52 (2H, m), 3.780H, brs), 3.9K2H, s), 6.920H, dd, J=2. 4 and 
8.7Hz), 6. 96 OH, m), 7.380H, dd, J=l. 5 and 8. 3Hz), 7.5K1H, d, J=8.3Hz), 
20 7.630H, d, J=8.5Hz), 7.68C1H. brs). 
###J 1 8 

6- (l- tf □ u -7^;m ?-M irizv y-i-y a > 




##0)J2T#£ tert-7^;U 6-O-tTa U v-;l/^^;W-2-^7^^- 

25 A**-h£ffl^x, ###11 5t^«i©sif^*fT5ctfc«ko, mmit^ 
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'H-NMR (DMSO-ds) 6: 1.81 (4H, m), 2.56 (4H, m), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4 Hz), 6.97 (1H, d, J = 2. 1 Hz). 7.38 (1H, 
dd, J = 2.1, 8.4 Hz), 7.55 (1H, d, J = 8.4 Hz),' 7.61-7.64 (2H, m). 
5 1 9 

6-[(2, 2, 6, 6-x h ^pWM-fcT^U V-)V) *?M-i-1~79U>7$.> 



1 <D 2) Hftjt terl-^;U 6-(k Yu^y^j-M-i-ir-y^M- 

10 Kl«fcD, ^S^«lS«lfit&*tLT^fc. 

•H-NMR (DMS0-d 6 ) 6 : 1. 02 (12H, s) , 1. 57 (6H, i), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6.98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, J =8.4 Hz), 7.76 
(1H, s). 
##0J 2 0 

15 N-[6-[(5M V-fu tf;U75 J ) ^M-2-±y^M-2-\i Kn^v-2-* 



1) 6-(h h'D^v^^W -2-^-7 1 — ;U (500mg, 2.87mmol) 
;P7-lihT^ b* (4ml) ^il:7Ktftt h U -7 A (344mg, 8.61mmol) £JD*_, 
20 2-7*n ; E-2-*3^7°Dn>7S K (1.43g, 8. 61mmol) t3 

ViktJVVA (476mg, 2. 87mraol) ZMz., SST 16 ftfHflWfcLfc. K^ffi 
JC7K*Jra^.ftB6x^;i/T?i4 lil bfc. ^tB^^r 1 i^HItt r U £ A £fi&?n 

V^Dtf;i/X-xiH:J:0^fil»*tbT, 2-[[6-(tKo*->*^;U)-2-^ 
25 y^)l]^r^rzy]-2-^^)Vzfnn>7^ F(506mg) 



Me 



Me 
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'H-NMR (CDC 1 3 ) 5: 1.61 (6H, s), 1.85 (1H, t, J = 6.0 Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br), 7.16 (1H, dd, J = 2.4, 8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) MIB1) T#e>nfc2-[[6-(t \zu*i/*?)V)-2-i-7?-)V]** 
->]-2-^5 1 ;l'7 P DA>75 K (200mg,0.771mmol) ©y^f MM7$ H 
(2. 3ml) t 1, 3->^;U-3, 4, 5, 6-fh7t H a-2(lH)-tf U S VJ > 
(0.23ml) mmZ7kmkj-h ] J>y& (68mg, 1.70mmol) £iD*. 100"CT 1 P# 

mmwistcc sj«£g^x^;i/T:«u ^^7KTSt^> *stk«± 

)VJL-T-)V:^^>=\ :1 KcfcO&fift^bT, 2-t Kn+v-N-[6-(t 
KD^i>^^;W-2-^-7^;i/]-2-^5 1 ;l/yoA>7^ K (50mg) 
3) t^|H2) T#e>n7c2-kKD^v-N-[6-(th*o^v/^;i/)-2-^-7 
15 ^;W-2-^^;i/"/PA>7a H (lOOmg, 0. 386mmol) tm^kik&M (192mg, 
0. 578mmol) DD^^>(2. 3ml) j^^lC h 'J 7i-j^X7^ >(121mg, 

0.463mmol) £ft];L, ^ST 4 P$Hif #l^7Co M^7J^t*7A^07 

m\Z.-MV^U\±)V7^y (3ml) £JD;L, 80'C-ei6l#lffliS#b&. 

^iLT, SES^^tt (58rag) 
25 'HNMR(CDC1 3 ) (5: 1.05 (12H, d, J = 6.6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (1H, d, J 
= 2.2 Hz), 8.79 (1H, s). 
2 1 

i - [ (6-* h * y j-m * w tr □ u v y 
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Y7)\rf\i H (3. OOg, 16. lmmol) <h tf □ U > 5 > (2. 69ml, 
32.2mmol) ©fh7tFn77> (32ml) ill (16ml) h U 7ir N 

*vkKO*7^:hbU.7A (6.83g, 32. 2mmol) £ (TCTfJll*., £i&T?7l$ 

X^X-x^Tf^Ufc. #Efc8££#BMt±HJ£A£;!)niL KKx 

Lfco }g&£MJ8ETMbT, M^tl (3.89g) £#fc. 
'H-NMR (CDC1 3 ) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 
10 s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7. 73 (3H, m). 
###| 2 2 

6-(i-tfDU>?x;M^;W-2-^7 h-;p Uttit^m 



2 1 T £ tltc 1 - [ (6-* h * ->-2-^" 7 ^ J W * 3^ W tf D U v > 
15 (3.63g, 15.0mmol) (D 48%^«^m (75ml) M£ lOCTCT 6 HfFaTO^b 

-ryyotr;ux-x^T»LT^ gi^i (2.45 g ) zm&mmtbT® 

'H-NMR (CDClj, free base) <5 : 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
20 5. 20 (1H, br) , 6. 78 (1H, d, J = 2. 6 Hz) , 7. 85 (1H, dd, J = 2. 6, 8.8 Hz) , 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8. 8 Hz) , 8.56 (1H, s). 
#%#J 2 3 

2-* , 2, 3, 4-x h 5 1 H P 1 > 7 [b] [1 , 6] j- 7 U v >-8-7 =L > 



25 1) 2-7 5y-5-xhn^>X7;Uxk H (1. OOg, 6. 02mmol) t 
;U-4-tf^U>V> (0.89ml, 7.22mmol) <DX$/-)l (108ml) 
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£#B£fc:J-HJ£A (9.0ml) fc^iBTiD*., 60"CT 1 PSHft#Lfc. 11^ 

5 v-r v 7*0 tr;i/x-x;uc«i: m*t vx. 2-^;u-8-- h p-i, 2, 3, 4-x 

h7kFP^W[b][l,6]WJy> (430mg) Sfcfc. 
'H-NMR (CDCI3) 6: 2.55 (3H, s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t, 
J = 6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J = 9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, I = 2.7 Hz). 
10 2) flffBl) T#fc2-^^;W8--ha-l,2,3,4-xH^th'D^>y 
Cb][l,6]^"75 1 U> ? > (413mg, 1.70mmol) t W2±-&M<0*9 J — 

)V (9.5ml) »»fftS*SlS?HftT-P2NFlSiai*Ufc. ftMSE&SiBLfc^ 5 

(315mg) £#fco 

15 'H-NMR (CDC1 3 ) 6: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (1H, d, J = 2. 4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7.80 (1H, d, 1 = 9-0 Hz). 
2 4 



[5- [ (4-7* D ^ > S J)V) ->] -lH-f > H— ;w-2— f ;w * * J -)V 



1) 5-k FD=^>-lH--r >H-;i^-2-*;i/#+^U-h (508mg, 

2.48mmol) , l-^D^-C^D^EpWW^if > (681 mg. 2.72mmol) 
KALltfA (684mg, 4.95mmol) <D7-fe hx h (12ml) ilJ 80T:T 3 

p#«#bfc 0 »i«*»ETg4UT^e.nfc?*tt^t»Kx5 i ;i/*jp^» 
^&nfcSfi*7;ps^*7A^a-7h^77^- (®^«;Mx^;i/) 

fc«fcO«IHLT, -f Vyoe^X-7^M3cfcDf£*fcLT, X^ 5-[(4-7* 



20 
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0^>v;W^-^->]-lH--r>K-;U-2-*;^^~>V-h (565mg) £#fc 0 
'H-NMR (DMSO-d^ 6 : 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6. 98-7.04 (2H, m), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, J = 8.4 Hz), 11.77 
5 (1H, s). 

2) tmi) ttfcXSSH/ 5-[(4-^0 : E^>> ? ;W^v]-lH-r> 

p—)l,-2-ft)l,-$3ri/U—h (300mg, 0.802mmol) (Of- h^t HP7^>(4ml) 
mmz, OtSTrt&ftU^tfAT'Jl'SxtfA (60.8mg, 1.60mmol) £JD;L, 1 

-i*vyntf;i/x-^;i/^^it>lcJ;Di(!»*{bbT, M*b#tt (2i9mg) £. 

'H-NMR (DMS0-d 6 ) <5 : 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 

15 t, J = 8.4 Hz), 6.16 (1H, s), 6.74 (1H, dd, J = 8. 8, 2.2 Hz), 7.03 (1H, 

d, I = 2.2 Hz), 7.20 (1H, d, J = 8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 

mmm 1 

20 4'-^DD-N-[6-[(N, N-v/5 1 ;i/7S/)^^;H-2-^-7^;t/][l,l , -tf 



#%0UTt#fc tert-^Jl/ 6-[(N, N- 5** 3^75 J ) 
)V%-rt*—h (237 rag, 0. 789 mmol) & h 1) ^l^OftBI (4 ml) fcjgfl? 

25 u ifiTmra^ mmzyizm^hrc ssksisx^ & 

K#y£A*#ifc£inA» »B6x3\H>TfflffiLfc. fflaJ££ffi?0:fefi*Tife 
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£anlf7xXJk&;P#>B6 084 nig, 0. 789 mmol) ti^^TS / fcf'J 
v> (96.4 mg, 0.789 mmol). &M-5?*3\>U*;PA7S H(4 mDfcjSfifU 

*#Tfc i-x5 1 ;w3-(3-v^^;i/7^/yptf;W-*;^> ? 'i'5 F&i? 4 ! 

(151 mg, 0.789 mmol) £in*., IIT1 6Rfiaa^bfc. R^lCg^X? 

-fyyptf^X-T-^ (1: 5) Oji£»ttJ&> eiSIMfcU ^Sfll^ft (207 

mg) ^Sfi^*t^Wc. 
10 'H-NMR (DMSO-dj) 5 : 2.19 (6H, s), 3.53 (2H, s), 7.45 (1H, d, J = 8. 4 Hz), 

7.58 (2H, d, J = 8.4 Hz), 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H, d, J = 

8.4 Hz), 8.45 (1H, s). 10.49 (1H, s). 

FAB(pos) : 415.2 [M+H] + 

Bk£: 230-231*0 
15 HWJ 2 

4' - ^ n n -N- [6- (l - tf □ U V- fr* W -l--!r 7 J-) W [1 , 1 ' - 1* 7 x X 



##M2T#fc tert-y^ 6-(l-eP'Jy-JM5 L ;W-2-t7^M- 
20 A*^-M387 mg, 1.19 mmolh 4'-7Pafc*7xXM;i/#>^ (112 Dig, 
0.482 mnoD&ffl^T, gffiftl 1 £fFH$®SM££fT3 d £K:«fc B£ISfc£<fc 
(2 1 2 mg) £ 6 £ L, T*#fc. 

'H-NMR (DMSO-d 6 ) 5: 1.71 (4H, m), 2.47 (4H, n), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7. 75-7.89 (8H, m), 8.12 (2H, 
25 d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] 4 

Sl£ : 214-217'C (*§ll«& : tfSX^U-SM 77*D WJL-^M 
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10 



15 



3 

4' -7 □ D-N-[6-(l-tf^U >>-)V^)l)-2-i-7^)V] [1, 1' -If 




cr 

;t^-h(100 mg, 0.42 mmol) t 4'-7 U D k^x^WJV^^ (116 mg, 
0. 49 mmol) SJflVsT^ififll 1 tEfltoSftSfrS Cil:iD$B^« (103 
mg)$efe»c!:LT#fc:o 

•H-NMR (DMS0-d 6 ) 5: 1.41-1.51 (6H, m), 2.37 (4H, m), 3.56 (2H, s), 7.46 
(1H, d, J = 8.4 Hz), 7.58 (2H. d, J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
jgbft : 220-22213 (&£|fc£j$ : mt^)V-'M V 7° D tf;i/X-xJV) 
14 



N- (4-7* P ^ 7 xXJ» -6- [&* ?JV7 ^JW -2-^~ 7 h 75 K 

,Me 



Ah 




Br' 

##0!]4~C#fc N-(4-7n ; t7xli;U)-6-(k FP*->*9MW-2-±7 h 
7$ H (349 mg, 0.980 mmol). h U X3^U75 >(0. 164 ml, 1. 18mmol) £ N, N- 
^*^*;UA75K(5 mDKJ&RU fcftT&fct&yZM-friO.m 
ml, l8Dmol)*ln^30^IHI^bfc.JEJiSffi»C5?^5 1 ;P7S>ifiB6S(160ing, 
20 96 mmol)<hR$tfMJ7A(406 mg, 2.94 mmol)£in*., 60OT16P$M#b 

v-fyyDtr^X-x^JD^igMb^ Silted (135 mg)££l&f#*<h 
25 'H-NMR (DMS0-d 6 ) 6 : 2. 19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 



WO 01/82925 



PCT/JPO 1/036 14 



106 

d, J = 9.0 Hz), 7.87 (1H, s). 8.00 (3H,n), 8.54 (1H, s), 10.52 (1H, s) 
N _ (4 ._ ^ D n [j f r _ tf 7 x - ;H -4-f J W -6- [ (N, N-S?* 9^7 £ / ) * 




4 N- (4-7* P ^ 7 x x;W -6- [ (v ^ ^ JI/7 ^ / ) * 3*J W -2-^- 

7 b7S K(128 mg, 0. 334 mmol), 4-^OP7x— ;l/3l?D>B6.(62.7 mg, 401 
mmol), 2&Jg#K:*-HJ£A(0.668 ml, 1. 34 mmol) $rv^ h^;>X^ > (3 
ml)t7-h7t>D7 7>(0.3ml)OS'&}S?S|Cj&»U- *£3fc£H&T» 
10 7^h'j7xr MX7^ >/t7^A(U.6 mg, 0.01 moDSriPTL 90*0 

SRlfcX'f-^tSM V7uM)VX.—' t)V (1 : 3) ©M^^^SftL,, 

15 ^mit^m (42 mg) &Bfif&*£bT&fc. 

'H-NMR (DMS0-d 6 ) 5: 2.21 (6H, s), 3.59 (2H, s), 7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
M : 240-242X: 

20 6 

4' -0 □ P-N- [2- [ (N, N-S^WPT 5 y ) * 5=-;W -6-* / U x; W [1 , 1' - fc? 
7i^W-4-A^^$ F 




1) #*t0iJ5T*#£N-[2-(t: h*P^->^^;W-6-^y UxjW7-feb7 5 
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h* (92.3 nig, 0.427 mmol) ' £ HJ X3^75 > (0.0712 ml, 0.512 miol) 

o,n-^^*;ua75 h(2 mDKM^u *.#t* mttzy^*- 

;V (0.0396 ml, 0.512 mmol) 3 0^«IL Rl&mzVtm 

75>&M (69.6mg, 0.854 mmol) t^Mtl^^A (177 mg, 1.28 mmol) 

^ ^jpj _ 6 _^ y ij - )i] b 7 S h* (71 . 9 mg) £ W&J t LT#7Co 
10 'H-NMR (CDC1 3 ) 6: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) StrfB 1 ) mtc N- [2- [ (N, N- ^)V7 ^ J) * *M -6-+ 7 I) x;W 
7-feh7aK (1. 9 mg, 0.296 mmol) (1.5ml) HOT: 

15 T2^»bfc. «£$JETCg£U ^H^^/U^ATKM^in 

tfym (68.8 mg, 0.296 mmol) £^^75/t:Uv> (36. 1 mg, 0.296 
mmol)£N,N-^*^;i/*;i>A7a HO. 5 ml)fljg«b, ft#T, l-x^;l/-3- 
20 (3-v^5 1 ;i/7$y^Dt!)W-^^> ? -1'^ K£B£& (56. 6 mg, 0. 296 mmol) 

25 X-tMU (1 : 5) ^SJSSffcU SS^-&fe (60.6mg) *Sfet»*tbT 

'H-NMR (DMSO-de) 6 : 2. 23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, d, I = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, I = 8.4 Hz), 8.29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d, I = 2.1 Hz), 10.60 (1H, s). 
FAB(pos) : 416.1 [M+H]* 
: 219-22rC . 

4'-7;U^D-N-[2-(l-tfD'J y-JMfJW-e-*; V ~M U, l'-kf7x 



1) #^J5T?#fcN-[2-(hHa^->^^;W-6-^/U-;W7-feh7S 
10 N- [2- (1 - tf P U JW -6-* / U W 7-feb7==K£6 6t»* £ b 

'H-NMR (CDC1 S ) 6:1.85 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J = 9.0 Hz), 8.07 OH, d, J = 
8.4 Hz), 8.29 (1H, s). 
15 2) MB D^fc N-[2-(l-t!P U z?-)V*r)V)-6-*S U =M7t h 

o gift £ff 5 £ t \z «k 0 , Mfls □ to £ e £ b "Olfe . 
■H-NMR (DMS0-d 6 ) 6:1.76 (4H, m), 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 
i), 7.59 (1H, d, I = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H. 
20 d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 426.1 [M+H] + 

4' -V P P-N-[2-(l-tf P 'J y-JWfJW-6-+; U - JU] [1, l'-t*7xX- 

25 ;W-4-*;p#*U-$ H 
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KOTO 

H 



ci- 



7 <D l)T*f#£ N- [2-0- If O U U ~M 7"fe h 

5 'H-NMR CDMSO-d,) (5: 1.77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
m), 7.59 (1H, d, J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m). 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 442.1 [M+H] + 

: 200-20213 GgHttM : »BIX5\>l/-SM WuMfrJL-J-M 

io mmm9 

4' -y )var p-n- [2- 0 - 1!^ u v'xim -6-* / u W [1,1 ' - tf 7 x 



1 ) ###J 5 N- [2- (k H u*i/*3-)V) -6-* 7 U 7* h 7 5 

N- [2- (1- tf^ U ^; W -6-* / U 7-fe h 7 5 K * t L, 

'H-NMR (CDC 1 3 ) 5: 1.47 (2H, m). 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, J = 2.4 Hz). 

2) T*#fcN-[2-o-kf^u> J -;i'^5 i ;u)-6-^y ux;H7-tzh 
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'H-NMR (DMS0-d 6 ) 5: 1.44 (2H, m), 1.56 (4H, m),. 2. 50 (4H, m), 3.77 (2H, 
s), 7.35 (2H, m), 7.60 (1H. d, J = 8.7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 0H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 440.2 [M+H] + 
5 ffi£ : 202-204-C (B^imU : i^Hy-fV/olfjU-TiW 

%mm o 

4'-^DD-N-[2-(l-H^'JyrjWfJI/)-6-^; 'J^W [1, f-fcTTx- 



io mmm9 0) d« N-[2-o-tf^u $^;i^;w-6-*/ u 7-t b 

75 bt 4'-^ dp if 7x-;i/*;i/^>m^fflv^T, ^»J6(D2) t^&o 

•H-NMR (DMSO-dg) (5: 1.47 (2H, n), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 
s), 7.61 (3H, m), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
15 =8.4 Hz), 8.57 (1H, s). 10.65 (1H, s). 
FAB(pos) : 456. 1 [M+H]* 

jgftjft : 211-213-C (te&fcm&L : »^-y-fV^O^JH-fJW 
HJfi^ 1 1 

4' -9 P P-N- [2- (4-^JU* U -JM W -6-^ 7 U - M [1 , 1 ' - If 7 x- 
20 JU]-4-*;i/^^-^S K 



1 ) #j*0»J 5 T#fc N- [2-(t Fo+y^ ^; W -6-+ J U 7 ± b 7 5 
H t kf ^ U >£ffl ViT, 6 © 1 ) £ PH$©8lf££fT 5 £ £ C£ 0 , 

N- [2- (4-^* 'J - JU * -6"+ J 'J =JW h 7 ^ h* t LT'# 
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'H-NMR (CDC1,) 6 : 2.25 (3H. s), 2.55 (4H, t, J = 4.5 Hz), 3.75 (4H, t, 
J = 4. 5 Hz) , 3. 81 (2H, s) , 7. 42 (1H, br) ,7.51 (1H, dd, J = 2.4, 9.0 Hz) , 
7.60 (1H, d, J =8.4 Hz), 8.01 (1H, d, J =9.0 Hz), 8.09 (1H, d, J = 8. 4 
5 Hz), 8.32 (1H, d, J = 2.4 Hz). 

2 ) MIB 1 ) N- [2- (4-*;Wtf U -JM ?)V) -6-* J U - JW 7"fe b 

75HSffl^T, «#i6©2) t^©»^fT-5^t(CckO, ' Mfl^ 

'H-NMR (DMSO-de) <5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
.0 3.74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8. 4 Hz) , 7. 97 (1H, d, J = 9. 0) , 8. 04 (1H, dd, J = 9. 0, 2.1 Hz) , 8. 13 (2H, 
d, J = 8. 4 Hz). 8.30 (1H, d, I = 8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

15 : C, 70.81; H, 5.28; N, 9.18. 

^jil : C, 70.66 ; H, 5.31; N, 8.90. 



: 236-238-C • (/gH«J& : fffilxfjl/- 5 M Vfu IdJVJL-Tfr) 

mmm 12 

n- [2- (4-^1/* u -6-^ / u -;w Ci. I'-tf 7x-;w -4-#;i/ 
20 ^-y-s b* 



#Ufe#J HOI )Ti#fc N- [2- (4-^1/* U -Jl/^ 5=-JU) -6-^ J .U -JU] 7-fe 
h7=h*£fflV>T, 0 .hl^WJitf^T^^CiD, lilt 

25 'H-NMR (DMS0-d 6 ) 6 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, m), 7.61 (1H, d, J = 8.4 Hz), 7.78 
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(2H, d, J = 7.5), 7.88 (2H. d. J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd. J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
J = 8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 
. Ttmfttirm C :7 H 15 NA-0-5H 2 0£bT 
5 H-M: C, 74.98; H, 6.06; N, 9.72. 
£K£ : C, 75.08; H, 6.07; N, 9.80. 
«£: 214-215-C «IM : »^-^V^nlf;H-fJW 

mmmi 3 

4 , -7;i/^-D-N-[2-(4- : E;i/^u-;i'^5 1 ;W-6-^y u^WD.i'-^x 

10 -;W-4-*^+*5 H 



15 'H-NMR (DMS0-d 6 ) fi : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H, m). 7.61 (1H, d, J = 8.4 Hz), 7.84 (4H, m>. 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59 (1H, 
s). 

20 Ttmftmm w^tbx 

ft-gM : C, 73.45; H, 5.48; N, 9.52. 
git : C, 73.37; H, 5.36; N, 9.52. 
MA: 211-212-C (fSAfbfttt : ^X^U- v< V "/o tf;PX-x^) 

%mm 1 4 

25 6- (4-* 7 x W -N- [2- (4-^;i/* U -JW * J-)V) -6-* 7 U X)H X 3 
?>.75 h* 
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KOTO 



i 

H 



Me 



mmm 1101) xmc n- [2- u-^e jv* u j-m -6-* / u n j w 7-t 

h75K£JBV>T, «#J6CD2") tmW.OMft*ft?Zt\Z&K), ^Mit 



5 'H-NMR (DMSO-de) 6 : 2. 39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, I 
• = 8:4 Hz), 8.01 (2H, m), 8.12 (3H, m), 8.31 (1H, d, J =8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2.4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 (1H, s). 
10 jtmfttfm C„H !6 N 4 0 2 ' 0. 5H 2 0 tVX 
ff-£ffi : C, 73. 95; H.5.98; N, 12. 78. 
|M : C, 73. 92; H.5.92; N, 13. 01. 



MjS: 214-216*C : >f V WVJl-zrM 

mmm 1 5 

N-[2-[(y^W5y)^ -6-+ / U x; W [1 , 1 ' - t: 7 x - J W -4-* 



6 © 1 ) T#fc N- [2- [ (N, N 7 V * ^7 5 / ) ;* 5 1 ; W -6-* 7 'J =JM 

'H-NMR (DMS0-d 6 ) a : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 
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Ttmftftfc- C 25 H J3 N 3 0 tLX 
H-JWt : C, 78.71; H, 6.08; N, 11.02. 
: C, 78.44; H, 6.07; N, 11.01. 

M: i9i-i94*c (jg^bW:^x^-v^vyptf;px-r;u) 
5 mt&m 1 6 

N -[2-[(^5 1 ;u75y)^5 L ;w-6-+/u-;w-4 , -7;^p[i,r-if7 




HMM 6 © 1 ) N- [2- [ (N, N- ^7 5 7 ) * W -6-* 7 U W 

'H-NMR (DMSO-de) a : 2. 23 (6H, s), 3.67 (2H, s), 7.35 (2H, m), 7.58 (1H, 
d, 3 = 8.4 Hz), 7.84 (4H, m), 7.96 (1H, d, J = 9.0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 OH, d, J = 8. 7 Hz), 
15 8. 52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 
7G*£flHB C l5 H„FN 3 0 tLX 
ffgfi : C, 75.17; H, 5.55; N, 10.52. 
HI : C, 74.89; H, 5.60; N, 10.52. 

205-208t: (IfeiW : SiXf JHy-f V^Obf^X-fJI/) 

20 HJfi^ !l 1 7 

N- [2- [ ( ?;U7 5 J ) * 3-M -6-* y U ~; W -6- (4-* 3=-;U 7 x n; W ~ 
n^>7^ h* 




; ffiftl 6 0 1) T&fc N- [2- [ (N, N-y^ ?)V7 $ J ) * -6-+ / U -;W 
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'H-NMR (DMSO-ds) a : 2.23 (6H, s). 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, ,m), 
5 8.30 (1H, d, J = 8.7 Hz), 8.42 (1H, dd, J = 8.4, 2.4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 

tfr%m : C, 75.73; H, 6.10; N, 14.13. 
mtkti. : C, 75.44; H, 6.19; N, 14.12. 
10 Bb&: 220-222-C (&IMb$$ : IHtX^-SM V?U tf;PX— r;W 
nffiM 1 8 

i'-9U D-N- [2- [(2,5-5?* ^;U-1 - tf P U i*x;W * ^ JW -6-+ SV=- 
)V\ [l,l'-t'7x^W-4-A»f$ H 



15 1) ##^5-e#fcN-[2-(kHa + ^^;W-6-^r/U^;W7-feh75 
K <h tf^ U >>>£fflV>T, HMH 6 © 1 ) t l^tt©Sif^&fT =o Z. t \z J; 0 . 
N- [2- [ (2, 6-5> * 3MU-1- tf □ U i>x;W * ^JW -6-* / U XJW 7iz h 7 5 K 

'H-NMR (CDC 1 3 ) 5 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m). 3.98 (2H, s), 7.53 OH, dd, J = 2. 2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4 Hz), 7.80 (1H, br), 7.97 (1H, d, J = 9.0 Hz), 8.03 (1H, d, 3 = 8.4 
Hz), 8.29 (1H, s). 

2) atrial) x%tcK-[i<tt^-i?*^)v-\-\±uvv-M*^)V}-§- 

3VD-;W7-feh7 5 FfcJBWT, HJ5#>J 6 £> 2 ) tffl&KDWift&ftoZLt 
FAB(pos) : 470.2[M+H] + 
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$mm i- 9 • 

N- [2- [ (2, 5- V * 9)1-1- \L P U )V) * -6-* 7 U W -4' - 7 



Me 




%m\ 1 8 © i ra#£ n-[2-[(2, 5-v^^;wi-tf a u ;wki-6- 

FAB(pos) : 454.2[M+H] + 
2 0 

n-[2-[(2, 5-^^^-i-tfnuv^;p)^^;w-6-^y u-;p] n, r-H7 



Me 




1 8 05 1 N-[2-[(2, o u s?-;u) >wu]-6- 

FAB(pos) : 436. 2[M+H] + 

4- (4-* - tf^ U -N- [2- (1 - tf D 'J : y ~ )V* ?)V) -6-3- / U - 
;i/K>X7^ h* 
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mmm i <d i ) n- [2- a - m □ u * 5 1 ; w -6-+ j u w 7 -t h • 

75K*JBVVT\ «0J6(D2) fci^$0&fls£fr3 £ 0 , SSffrS 
. LT#fco 
'H-NMR (DMSO-de) 5 : 0. 98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.80 (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
Hi), 3.94 (2H, s). 6.95 (2H, d, J = 9.0 Hz), 7.57 (1H, d, J = 8.7 Hz), 
7.65 OH, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3CM+H]* 

M£: 200-202-0 (ft§Hfc£ft : #B6X^;U— ;M V^Ptf^X— t)V> 

%nm 2 2 

4 _ y-l-fcWJ V-M -N- [2- (1 - M D U y^JW W - 6-* / U X 

JI/K>X7SK 



H»J7 O 1 )Tt#fcN-[2-(l-tfD U *J-)V*?)V)-*-*rJ Ux;W7-fe h 

'H-NMR (DMS0-d 6 ) 6 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 (1H, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 <1H. d, 
J = 9.0 Hz), 8.11 (1H, d, I = 8.4 Hz), 8.30 (1H, br), 8.45 (1H, d, I = 
2.3 Hz). 

FAB(pos) : 429. 2[M+H] + 
25 Bfej& : 210-21213 (&§,fc»m : mmttfr-'M V Zfu tfJ|/X-5MW 

%im 2 3 



i'-9n D-N- [2- [[ (2R, 6S) -2, 6-5?* fSfM- tf^ U y-JW * 5=-;W -6-* 




15 
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Me 




#5g-#y 8 t# e> ntc 4' - ^ □ □ -n- [2- d □ * -6-+ / u - 

JW[l,r-k'7x^W-4-*MW5F (100 mg, 0.246 mmolh (2R.6S)- 
6 2, 6-x*3 1 ;l'tf / ^U> J >(0.331 ml, 2.46 mmol) <h^M;*J U ^£ (67.9 mg, 
0.491 inmoD^v^^WUATS b*(1.5 ml) 80 e CT3IMjt#b 

-)V£^V7u¥)V^-T)V^M&mfrhTnmik&® (65mg) St»*tb 

10 'H-NMR (DMS0-d 6 ) <5 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8.4 Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d. J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

15 FAB(pos) : 484 [M+H]* 

nmrn 2 4 

4' -9 u u -N- [2- [ (4-/ - k!^ y V-M * -6-* J U n 




20 8 T# <=> ft tz 4' -Z> u D -N- [2- (£ P □ * 3-)V) -6-=^ y'J - 

'H-NMR (DMSO-d 6 ) 5 : 2.16 (3H, s), 2.35-2.50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J .= 8. 4 Hz), 7.89 (2H, d. I = 8.4 Hz), 7.96 (1H, 
d, J = 9.0 Hz), 8.04 (1H, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (IH, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471. 2 IMP 
5 »£: 215^ yffi) MM : ^XfJl/-y<y/D^jH-f 

4' -2U D-N-[2-[(2-^^;i/-4, 5-vt H D-1H-- f ^ )V) 



8 e>nfc 4' O D-N- [2- P P >WW-6-* / U ^ 
;W[l,r-tf7x-;W-4-*Jp3j5+U-5 ^JS09 2 3 £E«l®&fP 

'H-NMR.(DMS0-d 6 ) 6 : 1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 (2H, d, I 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d. J = 8.4 Hz), 7.97 (1H, 
d, J = 9.0 Hz), 8.07 (1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2. 1 Hz), 10.63 (1H, s). 
FAB(pos) : 455 [M+H]* 

20 fmm 2 6 

4' -0 P P-N- [2- (1 , 3-^7 7 U v >-3-f frtf-M -6-+ / U -)V] [1 , 1 ' - 

h*7x-;H-4-#;u#*t^ H 



Me 



10 
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8 t# e. nfc 4' - 5 n o-n- [2- a d * -6-* yj^ 

'H-NMR (DMSO-dg) 6 : 2.94 (2H, t, J = 6.0 Hz), 3.12 (2H, t, J = 6.0 Hz), 
5 3.78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8. 6 Hz), 7.70 (1H, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m), 8.14 (2H, d, J = 8. 6 Hz), 8.34 (1H, d, J = 8. 8 Hz), 8.56 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 460[M+H] + 

ip &mm 2 7 

4' -9 U O-N- [2- [(2, 2, 6, 6-t- h 7 * ?)V-\- U V~)V) * -6-* 



##^J 8 T#e>tlfc 4' □ D-N-[2-(? p a *3\>W-6-3V U - 

'H-NMR (DMS0-d 6 ) 5 : 1. 02 (12H, s), 1. 56 (6H, m), 4.01 (2H, s), 7.59 (2H, 

d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8.0 Hz), 
8.27 OH, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (1H, s). 
20 FAB(pos) : 512LM+H]* 

mmm 2 8 

4' - 0 D P-N-[2-[[4-(2-eU ?=.)V)-l-V'l7z?-M* : 7-M-G-*S U 
[l,l'-k'7i-JH-4-*M+1ta K 




Me 
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KOTO 



X5 



H 



CI 



8 T?# 5> tltz 4'-^DD -N- [2-(^DD^ 7 U ~ 
;W [1 , l'-tf 7x~)M -4-* HSfflVsT, H»J2 3 <!:[W|*£cD${f 

5 'H-NMR (DMSO-d 6 ) 5 : 2.36 (4H, i), 3.31 (4H, m), 3.60 (2H, s), 6.43 (1H, 
m), 6.61 (1H, d, J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7.75-7.95 (5H, m), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534 [M+H]* 

io mmm 2 9 

4' -£? D D-N- [2- [ [4- (2-* 7 x-JV) -1 - tf^U v-JW * -6-* 

./ 'j -;w [i, r -t , 7x-jw-4-*ji'm5 k 



##^J 8 T# 5 tlfc 4' ->7 □ D-N- [2- (2 □ O * - 6-* y U - 

is ju][i,i'-H7xr.;u]-4-*;u^^ita H=&fflViT^»J2 3tl^esotftf^ 

'H-NMR (DMSO-de) 6 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 

m), 3.80 (2H, s), 7. 08-7.24 (4H, m), 7.59 (2H, d, J = 8.4 Hz), 7.67 (1H, 

d, J = 8.8 Hz), 7.83 (2H. d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 

20 (2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H] 4 



4'-^PD-N-[2-[[4-(3-/^7x-;l/)-l-tf^U->^;H/^M-6-^ 




mm 3 0 
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J U =-M [1, 1' -t:7x-;i/]-4-*Jl/^1tS F 



cr 




8 t# e> nfc 4' d p-n- [2- □ p * ^)V) -6-^ yu - 

'H-NMR (DMSO-d 6 ) 6 : 1.71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, n). 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8. 4 Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 546[M+H] + 

io mmm 3 1 

4' -2 P P-N- [2- [ [4- (4- /fJV7x n;w -1- tr ^ u >?-;H * -6-* 



8 e> ftfc 4' d d-n- [2- □ □ * ^jw -6-* y u - 

■H-NMR (DMS0-d 6 ) 6 : 1.71 (4H, m), 2.20 (3H, ra), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, in), 7.61 (3H, m), 7.83 (2H, d, J = 8.6 Hz), 
7.90 (2H, d, J = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 
20 (1H, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H] 4 

4' P D-N-[2-[(2-7x-H, 5-i/t F P-1H--T 5 ^7*-;M-< M * 
_ 6 _^ j .j - )i] [i , i • - e 7 x =.M -4-* 5 h* 



cr 
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#*^J8T#6nfc4'-^PO-N-[2-(^OP^^;W-6-^/-U- 

'H-NMR (DMSO-d 6 ) 6 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H, 
m), 7.61 (4H,'s), 7.79-8.16 (9H, m), 8.36 (1H, d, J = 8. 8 Hz), 8.58 (1H, 
d, J = 1.8 Hz), 10.65 (1H, s). 
FAB(pos) : 517 [M+H]* 
HiS^J 3 3 

4' -2 P n-N- [2- (3, 4- v t H P-l (2H) 7 U -)l^ -6-* 7 U n 
;W [l,l ; -E7xZJH-4-AM^$ K 




8 T?# & ttfc 4* -2 P P-N- [2- P P * ?)V) -6-+ y U - 

15 Sfr5Jlt^«tD, 8l^t£4fe*&6f&*£LT#fc. 

'H-NMR (DMSO-dj) 6 : 2.00 (2H, m), 2.79 (2H, m), 3.55 (2H, m), 4.70 (2H, 

s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (1H, d, J = 8. 4 Hz), 7.58 (2H, 

d, J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 

(2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d. 3 = 8.4 Hz), 8.55 (1H, 

20 d, J = 1.8 Hz), 10.63 (1H,- s). 
FAB(pos) : 504[M+H] 4 



WO 01/82925 



124 



PCT/JPOl/03614 



mmm 3 4 

4' -fp u d-N-[2-(3, 4-yt K D-2 (1HW 7*7 'J -jM^W-e-*/ U 
— ;W [l, l'-t* 7xn;i/]-4-*;l'^4 1 itS K 



5 8r#f.nfe4'-^Dn-N-[2-(^DD^ -6-* J U - 

jH[l,l'-f7i^W-4-*^^ b*£fflViT, ^»J2 3£|W]*£0» 

'H-NMR (DMSO-dg) (5 : 2. 77-2. 83 (4H, in), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8. 8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
10 7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d, I = 8.4 Hz), 8.01 (2H, m), 8.12 
(2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8. 54 (1H, s), 10.62 (1H, 
s). 

FAB(pos) : 504[M+H] + 
mMM 3 5 

15 4 , -^Do-N-[2-(2,3-v J tFD-lH-r>K-;Wl-^;i/^^W-6-*y 'J 
-;W [l,l'-lf7xr:;W-4-jtj;P^U-S b* 



8 T#e»nfc 4' □ d-n-[2-(? □ □ /^;u)-6-*y u ^ 
• ;u][i,r-k*7x-ji/]-4-*j^*ita K^fflv^T, n»2 3tmm<DMft 

'H-NMR (DMS0-d 6 ) 6 : 2. 96 (2H, nO, 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7. 09 (2H, m), 7.57 (3H, m), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, 
d, J = 8.8 Hz), 8.02 (2H. m), 8.13 (2H, d, J = 8.4 Hz), 8.32 (lH,-d, J 
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= 8.8 Hz), 8.55 (1H, d, J = 2.2 Hz), 10.63 (1H, s). 
FAB(pos) : 490[M+H] + 

4" -z o d-N- [2- (1H--T 5 M-)V-\-4 frWV) -6-4 / U -M [1, l'- 
5 k^xZM-^^WiH 



8 Tf f§ 6 nfc.4' -2 P □ -N- [2- U7 P D * -6-4 / U - 
;W[l,r-t:7x-;i/]-4-*JP^-!J-5 h*£ffl^T, £!fc0J2 3£E&0»fe 

10 'H-NMR (DMSO-cy 6 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H, d, J = 2.2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439[M+H] + 

i5 $mm s 7 

4' -9 P P-N-[2-[(4-7x-;i/-l-tf^^> ? -;i/) U - 



###J 8 Tf# 6 tlfz 4* P P-N- [2- & P P * 9\>W -6-4 7 U - 
20 JUtU'-k^x-JW-^J^D-i K£fflWr, l»J2 3 t^fil©^ 

'H-NMR (DMS0-d 6 ) 6 : 2. 62 (4H, m), 3.17 (4H, id), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7.69 (1H, d, I = 8.8 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.6 




N 



CI 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8.6 Hz), 8.32 (1H, d, J = 8.6 Hz), 
8.56 OH, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533 [M+H] 4 

mmm 3 8 



##M9T#7t 2-(l-tfO'J> ? -;U^^;W-6-^7U^75> (500 mg, 



10 mDK:, SkftT, 4-^h0 7i^MnDW-h (488 mg, 2. 42 mmol) £ 
(569 mg, 2.64mmolK 4 ^tKM^ h 'J 7 A7KJ§tS (0. 66 ml) £JH 

7L, 2mmmwLtzo »Kx^;k zK&jD*.J4aju mmm**Mk. lieu 

WIU SBSx^-^-f V7otf;i/X— r^^Ute^ (612 mg) 

'H-NMR (DMS0-d 6 ) 6 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.81 (2H, s), 4.34 (2H, n), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433. 2[M+H] + 

M : 206-207^ (& UteM : B&Z-^fr-'M V 7*P tf;i/X— r JW 
H«J 39 

25 4-7xx;i/-N-[2-(i-tfPUvx;i/^5 1 ;U)-6-^7 Ux;i/]-i-tf^U-7> 




2.2 mmol)££U^> (0. 356 ml, 4.4 mmol) <Dx b:7 1: H07 7>Sift 01 
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xccro 



H 



9 TfSfc 2-(l-tf D U -6-+ J U -;P7 ^ > ViT. 

5 'H-NMR (DMSO-dj) 6 : 1.59-1.85 (8H, m), 2.50 (4H, i), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7.20-7. 34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FAB(pos) : 415.3[M+H] + 
10 187-189*0 (J&SfcJ&IK : mWt^)U- f M V^D^X-rJW 

4-(hdd7 x - ;w -N- [2- (i - tf a u -6-* / u -;W -1 - 



15 ##^j9T#fe2-(l-tfPU y-;MfJW-6-+; U-JK75>£fljHT, 

"H-NMR (DMS0-d 6 ) 5 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 
m), 2.79 (1H, di), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m), 7.34 (4H, 
20 m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 OH, s), 8.14 OH, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449.2[M+H] t 

IK£: 205*c ym) (^«^:imx^;u-^yyotf;ux-x 
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4- (4-/ ^JV yx.-)V) -N- [2- (1 - hT D 'J 5? - )V* J-)V) -6-* j u -i - 



5 #^«f|9T#fc2-(l-trDU^-;M5 L ;W-6-+/'J^75>Sffl^T» 

'H-NMR (DMS0-d 6 ) (5 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, i), 2.27 (3H-, 
s), 2.50 (4H, in), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, I = 8. 4 Hz), 7.82 (2H, s-L ike), 8.08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429.3[M+H] t 

M : 214-216*0 OSgHteM : #Kx^- v^V^P H^X-tMIO 
»J4 2 

15 6-(4-* h*->7xZjW-N-[2-(l-HD 'J ^rj^^)-6-+ ; UXJl/jX 

□?>75K 



•»0J 7 <D 1 ra#£ N-[2-(l-tf □ U y-JMfJW-6-+; U h 
7SK£fflV>T, »J602) t[W]^OW?:ff "5 Zt\Z& K), mmit& 
20 ^£&fiift*£bT#fco 

'H-NMR (DMS0-d 6 ) 5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 

(2H, d, J = 9.0 Hz), 7.59 (l.H, d, J = 8.7 Hz), 7.98 (2H, m), 8.11 (1H, 

d, J = 8.4 Hz), 8.18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 
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FAB(pos) : 439.2[M+H] + 

210*C VM) ffiiftil : ^Xf Jl/-y-f V If ;PX-t 

M 



mmm 7oi) *T?#fc n- [2- (i - tr p u ;m ^-jw -6-* / u 7-fe h 

10 «£fcfiffr*i:l,T*§fc. 

'H-NMR (DMS0-d 6 ) <5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H. 

m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 

8.12 (2H, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 

Hz), 10.60 (1H, s). 
15 FAB(pos) : 408. 2[M+H] + 

MM. : 181-183*C (^M^ii^-v-fV^olfJH- t)V) 

6-(hop7 x~;i/) -N- [2- (l- tf n u *?-)V* ?;w -6-* y u ~;n - n 

^>7S H 



llfj 7 © 1 ) Tt#fc N- [2- (1- tf O U -6-* J u -;W 7-fe h 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 



N-[2-(i-tf o y u [i, r -tf 7x-;w-4-*;p 




20 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m), 9.25 (1H, d, J = 2.2 Hz), 
10.76 OH, s). 
FAB(pos) : 443. 2[M+H] + 

: 225-22713 : B®X^- *M 7 7°n ZfrX-rM 

5 HS£$] 4 5 

6- (4-7 )WD7x Z.)V) -N- [2- (1 - M U U S?x;M 3\> W -6-* 7 U x;W - 



HMfl 7 cd l N-[2-0-tfa 'J ^-;i/^^;W-6-^/ U 7-fe h 
10 75K£fflViT, ^JS^J6(D2) £E«©flM£&fr5i:£K:J:D» 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, J = 8.4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427.2CM+H]' 

m&: 2iox: dea^»«E:»Kx^;u-s;-ry7 , Dfcf;i/x—r;i/) 

6- (4-* ?)V7 x n ;W -N- [2- (1-fcToU y^JM ?M -6-* / U - 3 
20 ^>75 H 



IPj 7 CD 1 )Tl#fc N-[2-(l-tfo U U x;l/] 7-fe h 




N 
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'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H, d, J = 8.4 Hz), 8.42 (1H, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d, J = 2.2 Hz), 10.73OH, s). 
6 FAB(pos) : 423. 2[M+H] + 

»£: 207-209t: OglMbM : fiW&X^lz-SH' Vfu tfJPX-x^) 

4' -£7 D D-N-[2-[[4-(4-7;U^O^>^;i/)-l-tf^U y-JH/^W- 




;W[i,i'-t*:7xx>]-4-#;u#*i^ Kfcffi^T* i»J2 3t»i^ 

'H-NMR (DMS0-d 6 ) 5 : 1.76 (4H, in), 2.28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
15 m), 3.79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (1H, d, J = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578 [M+H] 4 
IIM4 8 

20 4" U O-N- [2- [ [4- (4-0 □ D t >\Af ;W -1- tf < U >>x;|/| ^ ?)V\ -6- 
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'H-NMR (DMSO-d 6 ) 6 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
m), 3.79 (2H. s), 7.62 (5H, m), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 
5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594[M+H] + 

nmm4 9 

4' U D-N-[2-[(;* ?)V7~ U J ) * -6-+ J U =.M [1 , 1 ' - h* 7 x 




8 t# 4' d p-n-[2- d a pww-6-*/ u ~ 
M [l, r-if7x-;H-4-^;^^-t)-^ HSffl^T, ^»J2 3 tmkn&ft 

'H-NMR (DMS0-d 6 ) fi : 3.17 (3H, s), 4.80 (2H, s), 6.62 (1H, m), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, m), 8.30 (1H, d, J = 8. 8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 7.96 (2H, 
m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.6 Hz), 8.55 (1H, s), 
10.63 OH, s). 
FAB(pos) : 478 [M+H]* 

20 $mm 5 0 

' 4* -9 D D-N- [2-[[3- (4-7 ^>VW;i/)-l-t!^ 'J V-Ml^M- 
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8 T# £ tltz 4' -7 P O-N- [2- (7 □ P ^ -6-^ / U - 

;w [i, r-tf7x-;w-4-*;^^5 f£/b^t, mnM2 3 t^sioaifp 

'fl-NMR (DMS0-d 6 ) 5 : 1.39 (1H. s), 1.73 (3H, m), 2.23 (2H, m), 2.91 (2H, 
5 m), 3.63 (1H, i), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 578[M+H] + 

0 4* -7 u D -N- [2- [ (4-7 x =.)V-\- tf ^ U ?-)V) * -6-* y U - 
Jl/][l,l'-t:7x-;V]-4-*;l/^^S H 



###J 8 Sttfc 4' -7 P P-N- [2- (7 □ -6-* y u =. 



'H-NMR (DMS0-d 6 ) 6 : 1.74 (4H, m), 2.20 (2H, m), 2.52 (1H. m), 2.97 (2H, 

m), 3.79 (2H, s); 7.27 (5H, m), 7.58 (2H, d, J = 8.4 Hz), 7.69 (1H, d, 

J = 8.4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 

(2H, m), 8.14 (2H, d, J = 8. 8 Hz), 8.31 (1H, d. J = 8.4 Hz), 8.54 (1H, 
20 d, J ='1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532 [M+H] + 
#£|&01J 5 2 

1-(HDP 7 x - )V) -N- [2- (1-bf □ U ^JW -6-+ 7 U -4- 




15 
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%mm 7 <d i ) rmrc n- [2- (1- t? □ u ^x^pww -6-* / y x;w 7-t h 

5 'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s). 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
j = 9.0 Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 OH, d, J = 8.8 Hz), 8.21 (1H, d, J = 8.8 Hz), 8.38 (1H, d, J = 2.2 
Hz), 10.26 (1H, s). 

10 FAB(pos) : 449[M+H] + 

Bfejft : 204-20613 : WKX^JU-SMV^Dfc^X-TSfW 

%%m 5 3 

N _ [ 2 - [ (2-^ y 5->> k H □ -lH-f 5 ^/-;Wl~f M * 9MW -6-* 




###| 8 T# & ttfc 4' □ D -N- [2- □ □ * 5=-;W -6-+ y"J- 
Jl/][l,l'-k*7xXjU]-4-*Jl/#^-y-S H*fflV»T, ^^!)2 3 £|S|«!©iftf£ 

'H-NMR (DMS0-d 6 ) (5 : 3. 22 (2H. m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7.17-7.33 (6H, n), 7.57 (2H, d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531 [M+H] + 
H»J 5 4 

N-[2-(l-tr^U VZL)\,*J-)V)-l-*J U=;W [1, l'-H7x-;l/]-4-^7Jl/ 



1) #*0S5T?^fcN-[2-(tHo+5/^^JW-6-^y»J-;W7-feh7S 
F £ fcf^U >?>£ffi^T, Uli 6 CD 1 ) ilRjfltotBffs&ffS Z tic «fc V > 
n- [2- (l- tf ^ u -6-+ / U -M 7-fe h 7 $ H 

'H-NMR (CDC 1 8 ) 5 : 1.38-1.70 (6H, m), 2.24 (3H, s), 2.38-2.53 (4H, m), 
10 3.76 (2H, s), 7.52 (1H, dd, J = 2. 6, 9.2 Hz), 7.63 (1H, d, J =8.4 Hz), 
7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H. d, J = 8.4 Hz), 8.31 
(1H, d, I = 2.6 Hz). 
7uMftffife C n Hj,N 3 0 • 0. 25H 2 0 tbT . 
fhgfit : C, 70.93; H, 7.53; N, 14.60. 
15 : C, 71.06; H, 7.37; N, 14.62. 

182-184*0 : SUf Jhn-^1t» 

2) mm) T#^N-[2-a-^uv-^^^jw-6-^y unjuy-th 

75 h* (4.5g, 16BUD0l)£tt££ (70 ml) £ 110*01? mW^Ufc. 

a ; smxss'W K:«kD««u 6-75/-2-a-if^u>?-;i/^;w+y u 
> (3.4 g ) m^mtvxmco 

'H-NMR (CDC1,) 6 : 1.37-1.68 (6H, m), 2.39-2.55 (4H, m), 3.72 (2H, s), 
25 3.91 (2H, br), 6.89 OH, d, I = 2.6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz), 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 



5 
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3) M2)T'f#fc6-75y-2-(l-hf^U^-;M^;U)^/U> (250 
mg, 1 mmol), t'7i^Wi^>l (220 mg, 1.1 mmol) £z?*¥)V7^/ 
tf'J> ? > (150 rag, 1.2 mmoOfcN.N-^^l'^l/AT^ h*(8 mDCjgtfU 
ft&T, WSC (230 mg, 1.2 mmol) £JD;L> ^fiT 1 8 RfH8S^Ufc. K 

ffigU »S6^53li^k:b» $mib%m (335 mg) £M£i86-188 , Cc&fcfifl- 

10 'H-NMR (CDC1,) 5 : 1. 38-1.76 (6H, m), 2. 43-2. 56 (4H, m), 3.78 (2H, s), 

7.38-7.56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

5c*#flHg C I8 H„N 3 0 • 0. 5H : 0 t VX 

ff-^fit : C, 78.11; H, 6.56; N, 9.76. 

15 : C, 78.48; H, 6.31; N, 10.00. 

H»J 5 5. 

4' -*?-)v-vr [2- (i - tr^ u z?~)v* ! ?M y u [i,r-t*7i^ 



20 mmmS 4(D2)Xmzi-7^^-2-(\-^^)^~)V^)V)^r/ U>£ffl 

'H-NMR (CDClj) <5 : 1.38-1.70 (6H, m), 2.39-2.56 (7H, m), 3.79 (2H, s), 
7.30 (2H, d, J = 7.6 Hz), 7:56 (2H, d, J = 7. 6 Hz), 7.63-7.78 (4H, m), 
25 7.95-8.07 (5H, m), 8.49 (1H, d, J = 1.8 Hz). 
TtmftVm C„H„N,0 • 0. 25H,0 tbX 
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ff-£4I : C, 79.15; H, 6.75; N.9.55. 

lit : C, 79. 38; H, 6.88; N, 9.73. 
B£: 198-200^ (&Hfti£& : fit$6x?Vl/) 
HM#J 5 6 

4- _ ^ j. ^ ->- N - [ 2 - (l- fc^ <J -6-* / U XJ W [1 , 1 ' ~ t' 7 x 




5 4 O 2 ) 6-7 5 / -2- (1- tf ^ U i^XJl,* 5P;V) * v"J > £ J8 

10 t&*fcl/T*§fc. 

'H-NMR (CDC1 3 ) 6 : 1.38-1.85 (6H, m), 2.41-2.56 (4H, m). 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz), 7.54-7.66 (6H, m), 7.93-8.20 (5H, 
m), 8.49 (1H, d, J = 2.2 Hz). 
Ttmtttfm C 19 Wi ' 0- 25H,0 t bT 
15 tfJWI : C 76. 38; H, 6.52; N, 9.21. 
Ill : C, 76.21; H. 6.38; N, 9.32. 
m&: 192-194*0 G£Sfb»fif : tt^X^W 
5 7 

6-(4-^PP7xXJW-N-[2-(i-tf^U^)U^^)-6-^y Ux;i>]-=i 
20 5^>7Sb* 




nmm 5402) 6-7 ^ j -2- (1- t:^ u * j u 

^T, H»!J5 4(D3) t^«©fil^*fi 1 5^tC«kO, ^Mfc&tlfc&fe 
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'H-NMR- (CDCI3) <5 : 1. 38-1.80 (6H, m), 2.38-2. 58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7.75 (2H, m), 7.84 (1H, d, J = 8. 0 Hz), 
7.96-8.18 (4H, m), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
(1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 

ff-^M : C, 69. 59; H, 5.62; N, 12.02. 
mm : C, 69.33; H, 5.52; N, 12.08. 
M: 215-218X: (KM) (ISIIW : SfUfiW 

mm* 5 8 

10 6-(4-^^7xn;i/)-N-[2-(l-tf^U v-;M^;i/)-6-^7 U-;W-3 




15 BMtvxntco 

'H-NMR (CDC 1 3 ) <5 : 1. 38-1.80 (6H, m), 2.40-2.56 (7H, m). 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7. 74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, d, J = 2.2 
Hz), 9.19 (1H, d, I = 2.2 Hz). 
20 M: 206-20713 (ei«:»fJW 
FAB(pos) : 437[M+H] + 

mmm 5 9 

6- (4-7 M □ 7i-JW -N- [2- (1 - tf^. U 5\>W -6-* / U r;W n 
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mmm 5402) x-ntz 6-7 $ j -2- o-tr^ u * > & e 

5 'H-NMR (CDClj) 6 : 1.38-1.74 (6H, m), 2.42-2. 56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7.76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2.2 Hz), 9.19 (1H, d, J = 1.8 Hz). 
5c*##fflS C„H J5 FN 4 0 • 0. 25H 2 0 tLX 
10 ffl-JPfi: C, 72.87; H, 5.78; N, 12.59. 

: C, 72.91; H, 5.45; N, 12.75. 
KjSl: 209-210*0 (frffi) (^mi:»^W 
^l«J 6 0 

6 _ ( 4 _^ ^ ^ y 7lZ jl / ) -N- [2- (1- 1!^ U v - ^JW -6-+ / U -M =■ 
15 35=->7^ K 




4©2)Tt§fc 6-757-2-(l-tf^U v-JM^W^y U >£fi§ 
V>t, H»J5 4<£>3) <h^«O^Sff-5Jli:C«tt), £®ffc£«&£*Sfi 

20 'H-NMR (CDC1 S ) <5 : 1.38-1.71 (6H, m), 2; 43-2. 56 (4H, id), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7.73 (2H, m), 7.83 (1H, d, 
J = 8. 4 Hz) , 8. 00-8. 1 8 (5H, m) , 8. 28 (1H, dd, J = 2. 6, 8.4 Hz) , 8. 46 (1H, 
d, J = 2.6 Hz), 9. 17 (1H, d, J = 1.8 Hz). 
Ttmftffim C„H„N 4 0 I -0.25H 1 0<!:UT 
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: C, 73.58; H, 6.28; N, 12.26. 
£&M : C, 73. 56; H, 6.16; N, 12.24. 
»£: 210-21 It: (ftMY ffi&ftMm : fflkX?)V) 

5 4' -*3Mi/-N-[2-a-tf o u v-;u^^;i/)-6-^/ u [1. r -t'7x: 

XCTO 




|tUS0O 7 © 1 ) T#fc N- [2- (1- tf D U v ~ JM -6-* 7 U ~;W 7-fe h- 
75 KSJi^T, HM#I6©2) £Kt80&f££fT , 5i:£K:<J:t>, 

io ®*m&®MtLTmco 

'H-NMR (DMSO-d,) 6 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d. J 
= 8.1 Hz), 7.85 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2.4. 9.0 Hz), 8.10 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422.3[M+H] + 

»£: 192-193^ m$k4mm:mm^)l-^V7n)d)VX--T-)V) 

4' h =^ cy-N- [2-(l-tf □ U v-JM ?)V) -6-+ / U =L)V] [i,r-f7x 
20 -;W-4-*;i/jJ5+-tJ-s H 

o r*^V *r N 




^«7 (D 1 )Tt#/cN-[2-(l-tfDU V=L)V*?)V)-S-*; V=-M7t h 
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'H-NMR (DMSO-d 6 ) 6 1.73 (4H, i), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d. J = 8.7 Hz)i 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8. 7 Hz) , 7. 83 (2H, d, J = 8. 4 Hz) , 7. 95 (1H, d, J = 9. 0 Hz), 8. 03 (1H, 
dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
5 8.52 (1H, d, J = 2. 1 Hz). 
FAB(pos) 438. 3[M+H] + 

»£: 197-199^ (m£kmm:BMx?)V->>'(v7n¥)lx--TM 

nmm 3 

4-(HDD7 x-JW -N- [2- (1- U z?-)V*?-)V) -6-* / U ~M -1- 
10 fcf^U^>#;M^^75 K 




mmm 5402) rmz 6-7 s j-i- a - tr^ u >>-;m u 

15 'H-NMR (CDCI3) 5 : 1.37-2.02 (10H, m), 2.38-2.54 (4H, m), 2.63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = .8.4 Hz), 7.30 (2H, d, J = 8. 4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m). 
TtmftVrm C„H 3I C1N 4 0 • 1. 5H 2 0 t UT 
20 ftUm : C, 66.18; H, 6.99; N, 11.43. 

: C, 66.32; H, 6.75; N. 11.74. 
214-217 *C (dec.) (gSftii : SUfJhylfJU-TJl') 
9kHM 6 4 

4- (4-* x-;W -N- [2- (1- tf ^ U S?" JM -6-* J U -M -1- 
25 bf^U> J >*;U^+->75 F 
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mmm 5402) rwc 6-7 a j -2- ci-tr^ u ;m z-m * j u > £ 

5 'H-NMR (CDCI3) 5 : 1.40-2.02 (10H, m), 2.34 (3H, s), 2.47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4. 36 (2H, m), 6.7.0 (1H, br). 7.14 
(4H, br), 7.53 (1H, dd. I = 2. 2 and 8.8 Hz), 7.64 (1H, d, I = 8.4 Hz), 
7.93-8.10 (3H, m). 

10 ff-JMt : C, 73.01; H, 7.88; N, 12.16. 
Ill : C, 72.68; H, 7.57; N, 12.20. 
M: 204-205 *C (dec.) (iSIKI : SUf Jh^l?JH-riW 

mmm 6 5 

4- (4-7 )V* D -N- [2- (1- tf ^ U v-JV* -6-+ / U =-M - 

15 l-^'J^^M'+yTSh' 




gftgffl 5 4<7)2) 6-7 S / -2- (1 - 1!^ U v - ;M 9^) * / U > 

20 'H-NMR (CDCl,) 6 : 1.36-2.02 (10H, m), 2.37-2.55 (4H, m), 2.63-2.85 (1H, 
m), 2.94-3.14 (2H, m). 3.76 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H. m). 
7c3i##HI C„H 3l FN 4 0 • 0. 5H,0 t LT 
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fUMt: C, 71.18; H, 7.08; N, 12.30. 
C, 71.13; H, 6.94; If, 12.52. 
H£: 203-204 "C (dec.) : tllf Jhv^If JH-fJW 

^SS^J 6 6 

4- (4-* h+5/7x-;W-N-[2-(l-lf^U^-;M^;W-6-+/ U-;W- 



«01J 5 4 CD 2 ) 6-7 5 J -2- (1 - tf ^ U V) * y U > 

10 bT#fc. 

'H-NMR (CDC 1 3 ) 6 : 1.37-2.02 (10H, m), 2.42-2.57 (4H, m), 2.60-2.80 (1H, 
m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H. d, J = 8.4 Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 



197-198 *C (dec.) UfegkltffiB. : SHx^Jlz-yX^^X-f^) 

nmm 6 1 

2 , -7;i/^-P-N-[2-(l-tr^'J s J-im-M-l-*rJ U-jU][l,l'-lf7x- 
;U]-4-#JU#*>'7$ h* 



•$mm 5 4 CD 2) Tfcfc 6-7 5 y -2- (1-fc^ U v^U* *y U > 
V>T, «^J54(D3) tH»Oglf^S:ff5C:t»w«kO, SS^^&^fi 

'H-NMR (CDCI3) 5 : 1.40-1.77 (6H, m), 2.47-2.65 (4H, id), 3.86 (2H, s), 




15 



m). 



20 
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7.12-7.54 (4H, m), 7. 63-7.78 C4H, ra) , 7.96-8.22 (5H, m), 8.48 (1H, d, 
J = 2.6 Hz). 

163-164*0 Gg&{b£» : fflStX&V) 

nmm 6 8 

5 2',4'-.^7;i/^-n-N-[2-(i-e^u^-;M5 1 ;W-6-+y u^WD.r-k' 




mmm 540 2) xwc 6-7 ^ j -2-0- 1!^ u ^-jm^jw U 

10 f&*£l/X#fco 

'H-NMR (CDCI3) 6 : 1.40-1.78 (6H, m), 2.50-2.67 (4H, m), 3.87 (2H, s), 
6.89-7.08 (2H, m), 7.38-7.54 (1H, m), 7.59-7.80 (4H, m), 7.96-8.23 (5H, 
m), 8.47 (1H, br). 
7G*#«Tffi C J8 H„F 2 N 3 0 • 0. 5H 2 0 £ UX 
15 tUfte : C, 72.09; H, 5.62; N, 9.01. 
H&M : C, 71.79; H, 5.59; N, 8.75. 
fit£: 181-182 "C (&IMb$% : m&ttM 
9 

6- (2, 4-^7;^ P 7 x-JW -N- [2- (1- tf^ U ^JW -6-* y'J - 

20 >]-n^>75 H 
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'H-NMR (CDCg 6 : 1.41-1.77 (6H, m), 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8.4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 
5 7clt#M CAFAO-O.5»,0i:l/T 

ftWm: C, 69.37; H, 5.39; N, 11.98. 
C, 69.14; H, 5.21; N, 12.04. 
j»£: 182-183 *C (gSW:S^JW 

mmm 70 

o 2', 4'-^^ p p-N-[2-(i-tf^u v-jwfm-b-*; u [i, r-if 7 



1 3 T?*§fc N-[2-[(2, 2, 6, 6-f - h )M-tM U v-)U) 

'H-NMR (CDC1 3 ) 6 : 1. 40-1.76 (6H. m), 2.48-2.63 (4H, m), 3.84 (2H, s), 
7.22-7.40 (2H, m), 7. 52-7. 78 (5H, m), 7.96-8.19 (5H, m), 8.47 (1H, d, 
I = 2. 2 Hz) . 

7c3f§fl*fffi C M H ls Cl 1 N l 0-0.5H,0tUT 
20 tf-#H:C, 67.34; H, 5.25; N, 8.41. 

C, 67.46; H, 5.20; N, 8.47. 
MA: 210-212 "C (dec.) (&IMb$& : ffS&X^W 
H«5^J 7 1 

4'-7)P^ P-N-T2- [ (2, 2, 6, 6-fb7^ - kT ^ U v~)W * -6- 
25 +; i JzjH[i,i'-t'7i^W-4-^;^+y75 K 



Me 




CI 



WO 01/82925 



146 



PCT/JPO 1/036 14 



Me 




#%0J 1 3 ~Q%tc N-[2-[(2, 2, 6, 6-x h 7*^;i>-l-lMU vXJl/) 

5 •H-NMR (CDC1 3 ) 6 : 1.05 (12H, s), 1. 60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8.8 Hz), 7. 56-7. 76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H, d, J = 
2.6 Hz). 

It&: 229-231 *C (dec.) OgJi{fc?§$ : BSSx^W 
7 2 

.0 6- (HDD 7 xx;W -N- [2- [ (2, 2, 6, 1!^ U y^iW * 



Me 




1 3 T?f#fc-N- [2- [(2,2, 6, 6-fb5^ 3=-;M- 1!^ U * * 

;i/)-6-=W U ~;i/]7"t h75 FSrJBWT, £Jfi0i6®2) £Plft©&fts«:fr 

15 5^ifc«fcO, ^jS^»*^6t»*tLTflfc. 

'H-NMR (CDC1 S ) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.49 (2H, 
d, J = 8.8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, m), 
8.27-8.38 (1H, m), 8.44 (1H, d, J = 2. 2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
Ttmfrtfm C 31 H 33 ClN 4 0-H J 0<hUT 

20 fHf<t : C, 70.11; H, 6.64; N, 10.55. 
£&fig: C, 70.16; H, 6.59; N, 10.62. 
MA : 258-259 1C (USkiktiMSk : KKx^JW 
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nmwi 3 

6-(4-/^7x^)-N-[2-[(2, 2, 6, 6-x Yy^)V-\-M^) * 



Me 




5 mm 1 3 X%1t N- [2- [ (2, 2, 6, 6-x h 7 * 3^-1- U v^W * 

'H-NMR (CDC 1 3 ) 6 : 1. 05 (12H, s), 1. 60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), 7.33 (2H, d, J = 8.2 Hz), 7.63-7.74 (1H, m), 7.87 (1H, d, J = 8. 4 
10 Hz), 7.94-8.16 (6H, m), 8. 25-8.35 (1H, m), 8.44 (1H, d, J = 2. 6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
7C*##fl£ C 32 H 36 N 4 0-H 2 0«i:bT 
ff-Jftjg : C, 75.26; H, 7.50; N, 10.97. 
IM:C 74.98; H, 7.44; N, 11.07. 
15 IM : 246-247 "C OSIMtM : ffikZ-^M 
%Wk 7 4 

4- (4-£ □ P 7 x~;W -N- [2- [ (2, 2, 6, 6-x h 7 * 3MW1- tf^ U y^iW * 
3MI/I-6-*/ U -;W-l-tf^U ^>A^v7a h* 



Me 




1 3 T*Wc N-[2-[(2, 2,6, 6-x h 7 *?)V-l-\Z* U ^-JW ;*x 
;l/)-6-=W U-;i/]7-feh7^ H&ffl^T, 5 4 CD 2) 3 

8 £H$08fe£je&ff3;:£K<J:D, 8£fc£*&£&fef&*£bTl&fc. 
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'H-NMR (CDC 1 3 ) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, m), 
2.95-3.15 (2H, m), 4.07 (2H, s), 4.20-4.37 (2H, m), 6.62 (1H, br), 7.15 
(2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8. 4 Hz), 7.49 (1H, dd, J = 2. 6 and 
8.8 Hz), 7.81-8.11 (4H, m). 
5 FAB(pos): 519 [MH] + 

mmm c 31 h 39 cin 4 o • o. sh 2 o t lx 

frgffi : C, .70.50; H, 7.63; N, 10. 61. 
$Bt{| : C, 70.88; H, 7.79; N, 11.14. 
j»£ : 203-204 "C : SSSlfiV-yXf JH-f JW 

10 MMM 7 5 

4- (4-* ?)17 x ZLM -N- C2- [ (2, 2, 6, 6-x h 7 * 1" fc^ U S^;W * 

3MI/I-6-*/ ijrjW-l-^'J y>AM^'>75 K 

Me 




Me' 

###J 1 3 TWc N- [2- [ (2, 2, 6, 6-x h 7 * U * 5 1 

15 ;W-6-+yU--;W7"feh7SH*fflViT, «^J5 4(D2) £«ktf£JB0!l 3 
8 tWimoMft&mWf o Z. t fc«k 0 . £g{b£&l£atfif&*£ LTflfc. 
'H-NMR (CDC1 3 ) <5 : 1.04 (12H, s), 1.50-2.02 (10H, 01), 2.34 (3H, s), 
2.63-2.84 (1H, m), 2.94-3.13 (2H, m), 4.07 (2H, s), 4.20-4.34 (2H, m), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, J = 2. 2 and 9. 2 Hz) , 7.86-8.09 
20 (4H, m). 

Ttmtttirm C„H„N 4 0 • 0. 5H,0 t VT 
tf-SH : C, 75.70; H, 8.54; N, 11.04. 
Ill : C, 75.57; H, 8.30; N, 11.16. 
M : 200-202 "C (Slf^i : ^I?J^yIfM-fJW 
25 HM^IJ 7 6 

n-[2-[(2, 2, 6, 6-t- h 7^^-1-tf^u *^;w-6-*y u n 
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)V\ [l, i'-b'7x^;H-4-*;^4i/7^ H 



Me 




1 3 X*ntc N- [2- [ (2, 2, 6, 6-x h 7 * ^lz-l-tf.^ U v-JW * ? 

'H-NMR (CDCI3) <5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7. 40- 
7.56 (3H, m), 7. 60-7. 80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

§6^ : 200-201 t: GSSHttM : WM^Jl) 

io mmm 1 7 

4'-*3MHH2-[(2, 2, 6, 6-7 1 h 7 ttV-X-K^) V-M ^)V\~^ 
7 Un;W [l.P-t^xrjW-^M+yTS K 



Me 



Me 




1 3 T#£ N-[2-[(2, 2, 6, 6-x h v 7 -^) 

'H-NMR (CDCI3) 6 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8. 2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, I = 2. 6 Hz). 

20 jcmmm Cj^NjO-o^oiLT 

ff-gH : C, 79.16; H, 7.65; N, 8.39. 
Hifcfl : C, 79.21; H, 7.66; N, 8.41. 
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: 242-243 "C : ftlfeX^;W 

HJ&fll 7 8 

4>-* h^>-N-[2-[(2, 2, 6, 6-f h 7*3Ml/-l-fc^U x~ *3MH-6- 

*y u-;w [l, i*-tf7x-;w-4-*^#+->7^ h* 




1 3 TWc N- [2- [ (2, 2, 6, 6-fh7^ U 5>x;W ^ ^ 

'H-NMR (CDC1 3 ) <5 : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 
10 s), 7.02 (2H, d, J = 8.8 Hz), 7.55-7.76 (5H, m), 7.94-8.16 (6H, m), 8.46 
(1H, d, J = 2.6 Hz). 

210-211 "C (Sea^«Fi« : »»X^;W 

4'-7;i/^D-N-[2- [ 6-$>* tf ^ U v-JW * -6-+ J 
15 «J-;W [1, l'-h'7x-JW-4-*JV#+'>75 K 



Me 




##0IJ 1 1 T?f#fc N-[2-[(->7,-2, 6-^^;i/-l-fcT^U y-JW *3MW-6- 

20 'H-NMR (CDC 1 3 ) 6: 1. 05 (6H, d, J = 6. 2 Hz), 1. 28-1. 80 (6H, m), 2. 51-2. 73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t, J = 8.8 Hz), 7.54-7.76 (5H, m), 7.86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2.2 Hz). 
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TtmttVrm C 30 H 30 FN 3 0 • 0. 5H.0 t LT 
ff-gfit.: C, 75.60; H, 6.56; N, 8.82. 
H§MI: C, 75. 72; H, 6.31; N, 8.72. 

187-188 "C (8I«:StHfiH 
5 HSs#l 8 0 

n-[2-[(->*-2, 6-v/^;wi-tf^u ^^;W-6-+y U - 



Me 




###J 1 1 TT#fe N-[2-[(->X-2, 6-^^^;M-tf^U ^^;i/]-6- 
10 + / U-;WT-fch7S FSffl^T, SSJ608 6 0 2) £E8S®j*f££fT3;i£ 

'H-NMR (CDC1 3 ) <5 : 1.05 (6H, d. I = 6. 2 Hz), 1. 28-1. 77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H, s), 7. 40-7.57 (3H, m), 7.60-7. 80 (5H, m), 7.86 (1H, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2. 2 Hz). 
15 Ttmfttfm C 3a H 31 N 3 0 • 0. 5H 2 0 t. LT 

fUjtffi: C, 78.57; H. 7.03; N, 9.16. 

£SM3 : C, 78.36; H, 6.64; N, 9.12. 

Bsus : 180-181 x: m&imm k&x^w 
mmms 1 

20 4'-^?;wN-[2-[(>'^-2,6-^^^;i/-i-e^u^-;w^5 L ;W-6-+y U 
-;H[i,i'-t"7xn;i/]-4-*;u^^'>75 h* 



Me 



Me 




1 1 T#£ N-[2-[<->*-2, (j-^^WM-lM'J V=L)»*?M-6- 
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'H-NMR (CDClj) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 80 (6H, m), 2.43 (3H, 
s), 2.52-2.'73 (2H, m), 4.04 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8. 2 Hz), 7.63-7.78 (3H, m), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 
(5H, in), 8.46 (1H, d, J = 2.2 Hz). 
7tmm& C I1 H„N,0-0.5H I OtbT 
. fff-JMt : C, 78.78; H, 7.25; N, 8.89. 
•mik^'.C, 78.87; H, 7.08; N, .8.82. 



10 : 198-199 "C (dec.) (gittS:IH?W 

USS^J 8 2 

4.-^ h ^ v-N- [2- [(yX-2, 6-5?* - U v~;i/) * -6-* J 

U-;W[i,i»-if7x-;i/]-4-*;p^'>7S H 



15 ##001 iT#fcN-[2-[(->x-2,6-v^^;u-i-tr^u>?-;u)^^]-6- 

+y UnJW7-feh75 HSffl^T, 6 2 ) t^oaf^Sff 5 £ £ 

•H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6.0 Hz), 1.23-1.85 (6H, m), 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, I = 8.8 Hz), 7.50- 
20 7.77 (5H, n), 7.85 (1H, d, J = 8. 4 Hz), 7.90-8. 20 (5H, m), 8.46 (1H, br). 
Bfcjft : 194-196 X: (dec). (gS»I:«IfJW 



6- (4-£ O □ 7 x - JW -N- [2- [ (->X-2, 6- v* ?)V-\- tf^ U v^U) * 
;U]-6-^/U-;W^^^>7S h* 



Me 



MeO 




»J8 3 
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5 'H-NMR (CDC 1 3 ) <5 : 1.04 (6H, d, J = 6. 2 Hz), 1. 27-1. 76 (6H, in), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7.70 (1H, dd, I = 2. 2 
and 8.8 Hz), 7.76-7.92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, J = 2.2 Hz). 
TtmftW C„H 29 C 1 N 4 0 • 0 . 5H 2 0 tbX 

10 ft-^I : C, 70. 50; H, 6.12; N, 11.34. 
HI! : C, 70.58; H, 6.06; N, 11.14. 
jgft£: 217-219 *C (dec.) 

6-(4-^f;V7i-JW-N-[2-[(yX-2, 6-v*?MM-t^u s;-;W 
15 ;W-6-*VU-;W-33 t >7Sh' 



Me 




1 1 T f#fc N- [2- [(-/7-2, 6-v 5 ^ ^JU-l - 1!^ U v~ JW * 5=-JU] -6- 

20 'H-NMR (CDC I,) <5 : 1.04 (6H, d, I = 6. 2 Hz), 1. 28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7. 69. OH, 
dd, J = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, I = 2.2 and 
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8.4 Hz), 8.43 (1H, d, J = 2.2 Hz), 9.18 (1H, d, J = 2. 2 Hz). 
»£: 225-226 'C (dec.) (*§Jlfc£ft : ffil^W 
Hii^J 8 5 

4- (4-^ p □ 7 x n;w -N- [2- [ ( vx-2, 6-^* 3M1/-1- fcM U S?~;W * ^ 
5 ;i/]-6-^y iJ-JV]-l-^'Jy>*M^'>75 H 



3r / U — h7S K&fflVJT, ^6S#iJ5 4©2) ^«k^HJIS#9 3 8 tm 

10 'H-NMR (CDC1 3 ) (5 : 1. 04 (6H, d, J = 6. 2 Hz), 1. 23-2. 02 (10H, m), 2. 50-2. 83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4. 20-4.37 (2H, m), 6.64 (1H, 
br), 7.15 (2H, d, J = 8.4 Hz), 7. 30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.79 (IH, d, J = 8.8 Hz), 7.88-8.08 (3H, m). 
Bkjft : 196-198 "C (dec.) (^ItlWUfJ^ylfiH-TiW 



15 £ffiM 8 6 

4- (4-* fj!/7i^JW -N- [2- [ (V7.-2, 6-5** - U ^n;W ^ 

;Kl-6-4v u-;w-i-tf^u> ? >*ju#^->7s h 



##09 1 1 N-[2-[(->*-2, 6-v*9Ml/-l-tf^U v-JP) *3\>U]-6- 

'H-NMR (CDCI3) (5 : 1.04 (6H, d, J = 6.0 Hz), 1.20-2.03 (10H, m), 2.33 



Me 




Me 




WO 01/82925 



PCT/JP01/03614 



155 



(3H, s), 2.50-2. 82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 UH, br),. 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8.8 Hz), 7.95-8.15 (3H, m). 
itmmm C 30 H 3g N 4 0-H 2 0<i:LT 
5 ff-gffi : C, 73.74; H, 8.25; N, 11.47. 
^{S : C, 74.12; H, 8.05;' N, 11.82. 

177-178 *C (dec, (SM«:ISIlfil-yiWH-TiW 
^&0J8 7 

4- (4-7JVt07 x-; W -N- [2- [ (v-X-2, 6-v* *j-)V-\ - tf ^ U JW ^ 

io ^;w-6-^y u~;w-i-t^u v>#;m^>7^ k 



###1 1 lTffc N- [2- [(yX-2, 6-5/^^-1- tf^U 3 J-)V) tf-M-S- 
*J U-;W7-feh7S h*£/B^T, £Ufi0d5 402) 43«ktf&!i&01 3 8 <bl^ 

15 'H-NWR (CDC 1 3 ) 5 : 1.04 (6H, d. J = 6. 2 Hz), 1. 22-2. 02 (10H, m), 2.50-2.82 
(3H, m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8. 4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, n). 
FAB(pos); 475 [MH] + 

20 mmm 8 a 

4-(4-> h + ^)-N-[2-[(->^-2.6-^^5 1 ;U-l-tf^U^-JW^5 L ;i/]-6- 



Me 
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&*W 1 1 T*mc N-[2-[(v-X-2, 6-vpWM-t^U if-)V) 
' ^y.U-;W7i: b7^ HSfflViT* HJ&095 402) *«k^JfiW3 8 tl^ 

5 'H-NMR (CDC1 3 ) 5 : 1.04 (6H, d, J = 6. 2 Hz), 1. 23-2.02 (10H, id), 2.50-2.83 
(3H, m), 2.94-3.14 (2H, m), 3.80 (3H, $)', 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 (1H, br), 6.87 (2H t d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 OH, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 
(3H, m). 
10 FAB(pos): 487 (MP 
8 9 

2\4'-^7;i/^0-N-[2-[(vX-2,6-^^^-l-tf^U^;l/)^5 1 ;l/]-6- 

u-;w [1, i'-t7x=;W-4-*;p^->75 H 



Me 




15 mmn itff§fcN-[2-[(^-2.6->?>5-;i/-i-tr'<u^JW^^;w-6- 

*J U-;i/]7-t b7S HSfflW, HSfi^J6©2) £E&0Sffr£fT'3 £i: 

'H-NMR (CDC lj) (5 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.83 (6H, m), 2.51-2.82 
(2H, m), 4.04 (2H, s), 6.88-7.08 (2H, id), 7.37-7.53 (1H, in), 7.60-7.74 
20 (3H, in), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH] + 
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2 » i 4»-s?^ D p-N-[2-[(v7,-2J-v^5 i ;Wl-tf^U^;l')^^]-'6-^ 



Me 




5 ###J 1 1 T»#fc N-[2-[(->;*-2, 6-^^^;wi-t!^u v^W y5P;H-6- 

'H-NMR (CDC 1 g) 6 : 1.04 (6H. d, J = 6. 3 Hz), 1.27-1.80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7.23-7.40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
10 dd, I = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, n), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz). 

162-164 *C OgSfti^fflE : ftKX^;!/) 
mffiM9 1 

4'-# D D-N- [2- [ {*H VZfu\i)V7^J)* J-M -6-+ / U ~M [1,1*- tf 
15 7x^JH-4-*M*y7$H 



Me 




1 0 Tfffc N- [2- [ (SM V M)V7 5 / > * -6-+ y U W 

20 'H-NMR (CDC1 3 ) (5 : 1.06' (12H, d, J = 6. 6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H, s), 7.45 (2H, d, I = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 
(3H, m), 7.83 (1H, d, J = 8.8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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2.2 Hz). 

116: 201-202 V (dec.) : SUf 

4' p d-n- [2-[ (>^x^;i/7 a y ) ^ -6-* y u -;w [i , r - 1* 7 x 

5 -JW-4-*M*->75H 




10 'H-NMR (CDC1 S ) 5 : 1.09 (6H, t, I = 7.2 Hz), 2.64 (4H, q, J = 7.2 Hz), 
3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, e), 8.47 (1H, d, J = 2. 2 Hz). 
Bfejft : 196-198 X: (dec.) , GgftfciSft : Wlf Jl'-yl^H-fJW 
H»J 9 3 

15 N-[2-[(2-*^;i/-4,5->>t Hn-lH->f S^vZ-JM-'f^^^W-B-^y 
U-JW [l,l'-lf7x-JW-4-*;U45^'>7 5 H 



Me 




#%^J7Ti#enfc2-(^DP^^;i')-6-^y U-JU7S> 2 4&BfitS*ffi 

20 <b£«&£f&*£l,T*§fc. 

'H-NMR (DMS0-d 6 ) 6 : 2.20 (3H, s), 3.36-3.96 (4H. m), 4.70 (2H, s), 
7.34-7.56 (5H, m), 7.58-7.82 (3H, m), 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 
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FAB(pos): 421 [MH] 4 

212-220 *C (dec.) (H§ft« : fffi&X^JV) 
HMI9 4 

N _ [2-[(2-7x-jH, 5->> k K P-1H--T 5 W-)V-\-<1 )V) * 3^W-6-* 

5 y ux;w [l, p-if 7x-;w-4-*;p^->75 H 



10 'H-NMR (CDC1,) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, s), 7. 30-7.80 (15H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MHT 

jM : 212-216 <C (dec.) GtSAfc&ft : IfBfcX^l/) 
15 l£»J 9 5 

4 , -7;u*d-n-[2-[2-^^;u-4. 5-^kh*o-iH-f ^^7-;wi-<;i/]^ 



7T§e. tlfc 2- □ D * -6-* / U x;P7 5 > 2 
20 V>T, #*0J8fc<ktf£«!S0>J2 3 <h|WI^^^II^^ d<h(iJ;0, 

'H-NMR (DMS0-d 6 ) 6 : 1.99(3H, s), 3.3(2H, br m), 3.5(2H, br m), 4.58(2H, 




Me 
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s), 7.3-7.5C3H, br m), 7: 8-8. 1 (9H. br m), 8.35(1H, br d), 8. 56 OH, br 
s). 

M: 240-242 *C (dec.) (ISSfW : SSlf JV) 
HJ6099 6 

5 4'-7;i/*D-N-[2-[2-7x-;|/-4 ( 5-^fcKD-lM )V] 

y^;W-6-^y [i,r-t'7x-;w-4-«^y75 H 

[1^ 




m%m7rn<btitc 2-(?op^;i/)-6-*/ u-;i/7$ > 2^^^ 

10 Ib^iUlMfi^tllffc. 

'H-NMR (DMSO-d 6 )<5 :3.45(2H, t, J=10.0Hz), 3.82(2H, t, J=10.0Hz), 4.50 

i 

(2H, s), 7. 31-7. 66 (8H, m), 7. 80-8. 15 (9H, m), 8.35UH, d, J=8.8Hz), 
8.57 0H, d, 1=2. 2Hz). 

it&: 209-2 ice m&im% : BKX^W 

16 HS&ftl 9 7 

N-[2-[2-^>i?;W4,5-vt:Kn-iH-'r s^ 4 /-ju-i-<;u]^5 L ;i/]-6-^ 




7 snfc 2- (47 □ □ * -6-^y y -;U7 = > 2 iggg^sffl 

'H-NMR (DMSO-d 6 )(5 :3.22(2H, t, J=9.8Hz), 3.60(2H, t, J=9.8Hz), 3.75(2H, 
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s), 4.52(2H, s), 7. 17-7. 40 (8H, m), 7.80-8. 14 (9H, n), 8.25UH, d, J=8.4Hz), 
8.540H, d, J=1.8Hz). 

MA: 200-202*0 (^ B fW:SH?iW 
£ffiM 9 8 

h y >X-2- (4- £ D D 7 x ~ ;!/) -N- [2- (I - fcT □ U s?-;m -6-^ / U 
-JI/]-l,3-^+-?J->-5-*;i/#^^75 H 



1 4T!1§& 2-(4-^nP7xn;W-5-*;i/^^r'>-l,3-> J ^-^U-> ; &fflViT, 

'H-NMR (CDC 1 3 ) 6 :1.82(4H, m), 2.62(4H, m), 3.10 (1H, m), 3. 94 (2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.57(1H, s), 7. 35-7. 62 (7H, m), 
. 8.06(2H, t, J=12.6Hz), 8.29(1H, d, J=2.7Hz). 
15 244-2460 

4-(4-7;^n7x-;i/)-N-[6-(l-tfP U y-JWf;W-2-t7?JV]-l- 



20 8TWc6-(l-£nU v~;M^W^7^l/>-2-75>£/^ 

'H-NMR. (DMS0-d 6 ) 6: 1.57 (2H, m), 1.69 (4H, m), 1.80 (2H. m), 2.45 (4H, 
m), 2.77 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, in); 7.13 (2H, 
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m), 7.34 (2H, m), 7.38 (1H, m), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] 4 

jgfej£ : 209-211^ (Siftgi : S^l^lry-f WDlfM-TJW 

5 mmm 1 o o 

4_ (4 _^ >^~>7x-;W-N-[6-(l-bfO«Jv-^^5 1 ;l/)-2-^7^;i']-l- 



'H-NMR (CDC1,) <5: 1. 70-1. 95 (8H, m), 2.55 (4H, m), 2.70 (1H, m), 3.02 
(2H, m), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 (1H, s), 6.87 
(2H, d, J = 8. 4 Hz), 7.15 (2H, d, J = 8.8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, in), 7.92 (1H, m). 
FAB(pos) : 444 [M+H] * 

: 194-196 "C : RB&X^U-SM 7 7°D tf^X-x^) 

10 1 

4- (4-# D D 7 x r. )V) -N- [6- (1 - tf □ U V- )V * V) -2-1- 7 -l- tf 
20 ^U^>MW$K 



1 8 HWz 6- (1 - tf o U vx;M ^ 7 * 1/ >-2-7 5 > ^ 
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'H-NMR (DMS0-d 6 ) <5 : 1.55 (2H, m), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 OH, m), 7.64-7.74 (3H, m), 7.98 (1H, d, J = 2. 5 Hz), 8.69 OH, 
s). 

5 FAB(pos): 432 [M+H] 4 

ffijft: 209-211 *C (^ifbii : ^xf^-y^f V If jH-fJW 

mt&m 10 2 

4-7x^;WN-[6-(l-tf P U Vd)V* ! ?M-l-'1-7 : ?)V\-\-W) z?>* 



###1 1 8 6- (1 - fcf o U i?=.)V* J-M j-7$V y-l-7 5 > H 



'H-NMR (DMSO-de) <5 : 1.60 (2H, m), 1.70 (4H, m), 1.82 (2H, m), 2.46 (4H, 
15 m), 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m), 7.39 (1H, id), 7.60 (1H, m), 7.69-7. 76 (3H, m), 8.00 (1H, d, J 
= 1,8 Hz), 8.71 (1H, s). 
FAB(pos): 41 4 [M+H] 4 
• MA : 1 93-1 95 <C (Sil^I : V tf^X-x JU) 

20 mmm i o 3 

4-* 7 x - ;u-n- [6- (i - e □ u * -2-^- 7 - 1 - tf ^ u 



■%m 1 8 6-(i-tfp u s^i/pww 7 * v y-1-7 s > ^ 




10 
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'H-NMR (DMSO-de) <5 : 1.55 (2H, m), 1.70 (4H, i), 1.80 (2H, m), 2.26 (3H, 
s), 2.46 (4H, m), 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 
5 m), 7.12 (4H, m), 7.39 (1H, m), 7.60 (1H, m), 7. 66-7. 76 (3H, m), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos): 428 [M+H] + 

St£ : 210-212 x: (faikimm : mLx.?)V-i?<t vztu tf;ux-T-;v) 

mmm 104 

.0 6-(4-7;i/^O7x-;V)-N-[6-0-tf^U> ? njl/^5 1 ;W-2-^75 1 ;W-=l 



#^ 1 5 6-<l-tf ^ U y^JWfJWt7^ 1/ y-l-7 5 >£ffl ^ 

15 *£UT#fc. 

'H-NMR (DMS0-d 5 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8, 8Hz) , 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H. m), 10.64 (1H, brs). 

20 ]»^: 218-219 t: (^itmm:mm^)V-y^"J^uK)VX-f-)V) 
£MM 1 0 5 

6 _(4_^ h=^v7xr:;w-N-[6-(i-if^Uvx;i//5 1 ;i/)-2-^7^;i/]-=i 
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'H-NMR (DMSO-dj): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3.57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz). 7.73 (1H, 
s), 7.81 (2H, m). 7.89 (1H, d. J=9.0Hz), 8.10 (1H, d, J=8.1Hz), 8.17 (2H, 
d, J=8.3Hz), 8.39 (1H, d, J=8.3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
It* : 263-264 (&Afc£ft : ftB&X^-^ V^D fcWX~r;W 
H» 10 6 

o 6-(HDD7i x;W -N- [6- (1- tf ^ U 5=-;W 



15 *£bT*§fc. 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m). 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8.3 and 8.8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 M : 228-229 "C : It®X3Ml/-7-fe h » 

10 7 

4-(4-7;u^D7x^)-N-[6-(i-tf^'J> 5 x;u^^;i/)-2-^-7^;H-i- 
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&%M 1 5 T^fc 6- (1- M 1 U ^7 * >-2-7 ^ > ^ 

'H-NMR (DMSO-de): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.0Hz), 
5 2.34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, J=12.0 and 12. 2Hz) , 3.52 (2H, 
s), 4.32 (2H, d, J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d. J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, J=8.3Hz), 7.62 (2H, m), 7.68 (1H, 
d. J=8.3Hz), 7.74 (1H, d, J=8.8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
MM. : 209-211 *C ffi&fcmm : fm^)V-M V"fu fcMUX-x;i/) . 

io mmm 108 

4- (4-^ a n 7 x - m -N- [6- (l- tf ^ u s?x;m -2-^-75=-;w -i-tr 




##$11 5T^c6-(l-fcf^Uv ? -;i/^5 L ;W^7^U'>-2-7a>$:fflVi . 

'H-NMR (DMS0-d 6 ): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, J=l 1 . 5 and 12. 7Hz). 3.52 (2H, s), 4.32 
(2H, d, J=13.7Hz), 7.30-7.39 (5H, m), 7. 59-7.75 (4H, m), 8.01 (1H, s), 
20 8.71 (1H, brs). 

jSfcjft : 231-232 «C (^ll^i : K&X^U-SM V7°D k^X-T^) . 
«0J 10 9 

4- (4- ;* ^ 7 x X JU) -N- [6- (1 - tT^ U -7x;i/ * ^; I/) -2-^- 7 J W -1 - tf 
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#3*#J 1 5 Hmz 6- (1 - tf ^ U 5?x;M 5=-;W ^"7^1/ >-2-7 5 > ^ 

'H-NMR (DMSO-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, m), 2.89 (2H, dd, J=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
(1H, d, J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 

K£ : 227-228 *C : fflktt^M V?u tf^X-x^) 

mmn 1 1 o 

4- (4-? D □ 7 iZJW -N- [6- [ (*>X-2, 6-v* 3\>M- tf 1 U -?x;W J* ? 

Me 

Me' 




i 7 6- [(->*-2, u s*x;w ^ ^7 * 

'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H. m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

lt& : 1 99-200 «C (&JMb$iK : SI^X^JU-SM V 7°a tf^X— r JU) 
HJStfiJ 111 
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N _ [6 _ [ ( 6-5?* ?)V-1-\Z* U V~)V) * 9MW -2-^7 tf^U 

~7>-4-(4-^ h + *>7i^JW-l-*^1} - 5 H 

Me 




MeO 



1 7 T#£ 6-[(vX-2, 6-v^^;Wl-t!^U S?x;W ^7* 

'H-NMR (DMSO-de): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, m), 2.69 (1H, m), 2.89 (2H, n). 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (1H, 
d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8. 5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.67 (1H, brs). 

m&i 170-ni t: (gfltftjgfflEiftKx^ju-^v^obr^x-x^). 

1 1 2 

N-[6-[(->7>-2,6-> J ^^-i-bf^U^x;W^^;H-2-i-7^;i/] tf^U 

V >-4- (4- 7 ^ O 7 x - ; W - 1 -13 Jl/tftt H 




#%0U 7T?§fc 6-[(->7s-2,6-> f ^5 1 ;U-l-t:^U y^W^^]t7^ 

'H-NMR (DMSO-dj) : 0.98 (3H, s), l. 00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, i), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, id), 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (1H, brs). 
HU^C: 219-222 "C (jgi 
&fi&09 1 1 3 

6-(4-^DD7x-;W + [6-[(y7-2J-^/fJM-e^Uy-J0^f 




##011 7T*#£ 6-[(^>X-2,6-^^;M-tf^U s?-;w^5 1 ;w^7^ 

'H-NMR (DMSO-dg): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, J=8.5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H, 
brs), 8.46 (1H. dd, J=2. 2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

JH£ : 229-230 XZ (&IMb&J£ : BKl?^^< V 7°D M^-'tM 

mmn 114 

n- [6- [ <->*-2, 6-v 5 ^ tf ^ y * -2-^ 7 -4' 
h^->[l,l'-t:7xn;W-4-*;i/^^^ h* 

Me 




MeO 



##0)J 1 7TWc 6-[(->7.-2, 6-5?;WU-l-fcWJ pWI/] ^7* 
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'H-NMR (DMSO-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d. J=8.7Hz), 7.51 (1H. d, J=8.7Hz), 
7.73 (2H, d, J=8.5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8.3Hz), 8.42 (1H, 
brs), 10.41 (1H, brs). 
5 Rb£ : 199-200 *C : mL^lV-M 

mmm 115 

i'-Z o P-N-[6-[(vX-2, 6-v*3MI/-l-t^U =yZL)V)^M-l-fyj- 

M [1, r-tf 7x-;w-4-*;u#+it$ K 




10 ##W17Tf#fc 6-[(<>X-2,6-$?pWWl-fc^U V-)V)*J-)V\j-7$ 

'H-NMR (DMSO-de): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1-58 (3H, m), 
3.85 (2H, s), 7.51 <1H, d, J=8.3Hz), 7.57 (2H, d, 1=8. 5Hz), 7.82 (8H, 
15 m), 8.12 (2H. d, J=8.1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 

Hfcjft : 220-222 *C : V fc^X~r JW 

1 1 6 

4' D p-N- [2- [ [2- (3- tf U *J-M-\- V* U v?- JW ^ -6-+ 7 'J 

-;i/][i ( i'-tf7x-;H-4-*;i/^^= h* 




##0)J 8 T?f§ Sttfc 4' P P-N- [2- P P * ^JW -6-+ / U - 
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M [l,r-tf7x-;W-4-*JP^1f$ K^ffl^T, H»J2 3i«|^ 

'H-NMR (DMS0-d 6 ) <5 : 1.63-1.75 (6H, m), 2. 16 (1H, m), 2.87 (1H, m), 3.27 
(2H, n), 3.73 (2H, m), 7.40 (1H, m), 7.59 (3H, m), 7.82-8.00 (7H, m), 
5 8.13 (2H, d, I = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8. 47-8.54 (2H, m), 
8.69 (1H, s). 
FAB(pos): 533 [M+H] 4 

SfcjS: 124-126 *C (dec.) (&£fc&l£ : »^-y<y/nWH- 

10 iWJ 117 

4' - £ D D-N- [2- [ [ (2S) -2- h,Vv ^ ^JW tf □ U >^;W ^ -6-^ 
/ U-;H [1, l'-k^x-JW-^M+i+S h* 



###y 8 t# &nfc 4" o d-n- [2- 07 o □ *5\>u) -6-=^ /'J- 

15 JW[l,l'-t*7x-;W-4-*;U^-ti-5 K£fflV>T> M^J2 3 <h|WU8£>j§f£ 

'H-NMR (DMS0-d 6 ) 6: 1.68 (3H, m), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
m), 3. 25-3.44 (5H, m), 3.64-3.71 (1H, m), 4.28-4.35 (1H, m), 7.59 (3H, 
m). 7.82-8. 08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 (1H, s), 10.62 (1H, s). 
FAB(pos): 486 [M+H] * 

MA: 172-174 V Wi : SSlif Jhy-f V ^ n WH-fiH 

nmm 1 1 8 

tert-7?\>|/ (2S)-l-[[6-[[(4'-^DD[l,r-t:7xn;i/]-4-'1';i/)*;^ 

25 7 5 j ] -2-^ j u -M ^ ?M -2- tf p u v v h 
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PCT/JPOl/03614 




Me 



CI 



###J 8 T# P>Wti'-#u O-N- [2- O P * -6-+ y U - 

5 'H-NMR (DMSO-de) <5 : 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, i), 7.82-8.08 (6H, m), 
8. 14 (2H, d, J = 8. 8 Hz) , 8. 30 (1H, d, J = 8. 4 Hz) , 8. 53 (1H, s) , 10. 63 
OH, s). 

FAB(pos): 542 [M+H] + 
io : 163-166 "C : ffiHf^^ V^o 

mmm 119 

4_( 4 .^ ^,> 7l - ;p) -N- [6- [(2,2,6,6-fh7^ - fcf^ U 



15 ##0»J 1 9 t?#fc 6-[(2, 2, 6, 6-T" h 5*5^-1-^1) 

■H-NMR (DMS0-d 6 ) 6 : 1.00 (12H, s), 1.53-1.81 (10H, m), 2.71 (1H, m), 2.88 
(2H, m). 3.72 (3H. s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8.8 
20 Hz), 7.18 (2H, d, J =8. 8 Hz), 7.52-7.79 (5H, m), 7.97 (1H, s). 8.66 (1H, 




s). 
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FAB(pos): 514 [M+H] 4 

»£: 164-166 *C (gilM : iil^-^V^D^iH-f JW 
12 0 

4 -_^ h^>>-N-[6-[(2,2,6,6-xh^^^-l-tr^Uv-;W^5 1 ;U]-2- 
5 . ±y^)V\ [1, l'-t'7x-Jl/]-4-*M^5 H 



1 9 6- [ (2, 2, 6, 6-x h 7 * - fc^ U * -2- 

^-7^l/>T5>^fflViT, fUStfil 5 4 © 3 ) £EM$0i8f££fT"5;i£fc<k 

10 "H-NMR (DMSO-ds) 6: 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, I = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos) : 507 [M+H] * 

212-214 "C (Sift^i : »I6X3\>l/-5M Vfu tT;UX— r;W 

i5 mmm 121 

4'-^;i/^n-N-[6-[(2, 2, 6. 6-x h 7*3\>M-fcWJ S>x;W *fMW-2- 



1 9 Tfffc 6- [ (2, 2, 6, 6-T- h 7 * tf ^ U y^jW ;* 3^1/) - 2- 

20 ^7*l/>75>£fflV>T, «#J5 4©3) t|^«lO»f^*ff'5IltH«k 

'H-NMR (DMSO-dj) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 
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m), 7.74-7.87 (8H, m), 8.11 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] + 

Bfe£: 238-241 -C (&&it®m : IHtXfJV-j;^ V7°D tiH-fJW 
5 Hfttil 12 2 • 

4' [6-[(2,2J.6-fh7^ 3mm - tf * u * -2-?- 

[i, r-b*7x-;i/]-4-*;i/^^ita F 




Me 



1 9 TW C 6- [(2, 2, 6, 6-x h y *J-))r-\-W) V~)V) *^)V}-2- 
10 ±7^l^>T5>^fflViT, 5 4 £> 3 ) £|^$0J§f££fr5 

'H-NMR (DMSO-de) 6: 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, J = 8.2 Hz), 7.57 (1H, d, J = 9. 6 Hz) , 7. 66-7.87 (8H, 
i), 8.10 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FAB(pos): 491 [M+H] 4 

: 235-237 "C : Silfi^y^ 77*D fc^X-T;W 

^JS01J 12 3 

4" -9 D D-N-[6-[(2, 2, 6, 6-x b ^^M-tf^U 5?x;W *3\>W-2-:*- 
73S>W [l,l'-h'7x-JW-4^mij-5 h* 




1 9 "C#fc 6- [(2, 2, 6, 6-f - h 7^^;i/-l-fcT^U ^-JW *?)V]-2- 
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'H-NMR (DMSO-dg) <5.: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), 7.74-7.89 (8H, m), 8.12 (2H, d, J = 8. 6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 511 [M+H] * 

: 244-246 *C G£ilfc&& : mtX?)V-*M V 7°U tf;UX-5MU) 
$tMM 12 4 

4' ->? n P -N- [6- [ ( v-f V 7 □ tf 5 y ) * -2-i- 7 [l , i ' - tr 



Me 




2 o t# e> nfc n- [6- [ ( v-r v 7 p tf ;i/ 7 ^ / ) ^ j-m -2-i- 7 ^ 

'H-NMR (DMSO-de) <5: 1.03 (12H, d, J = 6. 6 Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), 7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8. 7 Hz), 7.76-7. 89 (8H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H, s). 
FAB(pos): 471 [M+H] 4 . 

: 246-250 *C (&IMk£ft : SilfJhi^'f V 7°P h^X-T^U) 
1 2 5 

20 e-O-fcTDU^-JM^UM-^?^ 4-(4-^PP7x-;W-l-tf^'J 




###J2 2T?#fcfi-(l-lin>J5?-JM5 : ;W-2-t7 h-Jl*- IWb**M61fi 
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,'H-NMR (CDC 1 3 ) 6: 1.68-1.83 (6H, m), 1. 90-1.95 (2H, m), 2.55 (4H, m), 
2.74 OH, m), 2.97-3.12 (2H, m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 m), 7.26-7.33 (3H, m), 7.49 (1H, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, m), 7.81 (1H, d, J = 9. 3 Hz). 
FAB(pos): 449 [M+H] * 

m& : 121-123 v <m&<mu : ssif^^-f y 7"n tr;px— r;w 

Hifi^J 12 6 

0 6-(l-lfD'Jy-iMfJW-2-t7^ 4-(4-^h^F'>7x~;W-l-tr^ 



&%M2 2T#f: 6-0-t!n U y-JM^)-2-t7 b~)V JWtTK&Bfcifi 

15 *<hLT#fc. 

'H-NMR (DMS0-d 6 ) 6: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-i ike), 4.14-4.32 (2H, m), 6.88 (2H, m), 
7. 20-7.33 (3H, m), 7.50 (1H, m), 7.65 (1H, s), 7.82-7. 93 (3H, m). 
FAB(pos): 445 [M+H] 4 

20 127-129 *C GSSHftM : MX3^U-v-< 7 7°D tf;i/X-x;i/) 

^Jfi00 1 2 7 

6-a-fcfo u ^x;i/^^;w-2-^7^;u 4-(4-pWi/7xx;i/)-i-t?^u 
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'H-NMR (DMS0-d 6 ) 5: 1. 72-2.00 (8H, a). 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FAB(pos): 429CM+H] + 

: 238-240 «C : ffKx^V-^ V^D b^X-xJlO 

1 2 8 

10 U^^^^^lz-b 



###J2 2Ti§fe e-o-tfouv-^^^)^-^^ h-;u ^b7fc*Kffi 

15 'H-NMR (DMSO-dg) 6: 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H. m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FAB(pos): 433 [M+H] + 

M: 106-108 -C (^«j«:rax^l/-^Vyatf^X-x^) 

20 lHJSfll 12 9 

6-(l-t!DUy^MfJW-2-t7^ 4-7xn;U-l-tf^'J S»;fc;MS 
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'H-NMR (DMSO-d 6 ) 6: 1.69 (2H, m), 1.90 (4H, m), 2.00 (2H, m), 2.82 (1H, 
m), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 (5H, m), 
5 7.75 (3H, m), 7.93-8.12 (3H, m), 10.69 (1H, br). 
FAB(pos): 415[M+H] + 

M& : 213-215 V GSSUffcM : MX3MU-SM 7 7°P tf^X— rJW 
H»J 1 3 0 

N-(2-^;iM,2,3,4-x^t KP^>V*[b] [1, 6]^"7^U v>-8--f 

io ;W[i,i'-if7xn;W-4-*;i/j|?^s H 



#5*09 2 3Tf#fc 2-^f;H ) 2 > 3,4-fh7th'n^>7[b] [1,6] ±7^ 
U^>-8-7^>£ffiV>T, H»5 4<D3) <h|W]*£Ojif££fr5 

15 'H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.53 (3H, b), 7.78 (2H, d, J = 8. 4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, I = 2. 2 Hz), 10.56 (1H, s). 

: 236-238 *C : ^If^-y^ 77°P bf^X-^W 

H%0J 1 3 1 

20 4" - 7 P -N- (2- ^ 7)V- 1 , 2, 3 , 4-t- b 7 k H □ ^ > V [b] [1 , 6] j- 7 ^ U 



#5fM2 3T?#fc 2-^fJhi 1 2,3 1 4-fh7tKD^>7[b] 





25 
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'H-NMR (DMS0-d 6 ) <5 : 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H, d, J = 8.4 Hz), 
8.45 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

Mj& : 230-232 "C : BKx^WSM 7 7 a tWX-5\>W 

5 13 2 

. 4' D o-N-(2-y tMU-I, 2, 3, 4-f h 7 h H n ^>!/ [b] [1, 6] 1 7f 'J v 

>-8-^r;w [i, r-k*7x-;w-4-*^W5 k 



10 



20 




cr 

2 3 2-/ 3=-;M ,2,3,4-Th7tHD ^ >7 [b] [1 , 6] 7^7 

'H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d. J = 8.4 Hz), 7. 80-7.99 (7H, m). 8.12 (2H, d, I = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 
15 »£: 238-240 'C (^SfM : St ifJWv^ V^n WH-fJW 
1 3 3 

n- [2- [ (sm v y □ tf ji/7 s y ) y J-M -6-^ y u - ; w [i , i 1 - if 7 x - 
;u]-4-*;i/^it5 H 




i o n-[2-[(^ v-tu tf;u7= y ) *3MW-6-*y uxji/i 

'H-NMR (DMS0-d 6 ) 6: 1.03 (12H, d, I = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H, m), 7.69 (1H, d, J = 8.4 Hz), 7. 67-8.05 (6H, m), 8.12 
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(2H, d, J = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2.2 Hz), 
10.58 (1H, s). 
FAB(pos) 438[M+H] + 

jgfe£ : 208-209 T3 (&JMb£$ : W&ttV-V^ V 7 D M)V3L-J-)V) 

5 mm 1 3 4 

n- [2- [ ( *m v zf p tf s / ) * -6-* / u -4' h + v 
[i, i'-t*7x-;i/|-4-#;i^*i^ h 



Me^Me 




0T#fcN-[2-[(v-i'yypif;u75y)/^;H-6-^y 

'H-NMR (DMS0-d 6 ) (5: 1.02 (12H, d, J = 6. 6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9. 2 Hz), 7.72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.08 (2H, d, J = 8.8 Hz), 8.25 (1H, d, J = 
15 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

: 223-225 *C OfSIMtM : I^Kx^W *M 7 Z?u fcTJ|,x~r;W 
%%®\ 1 3 5 

N- [2- [ ( SM y ZtU M )VT =. J ) * J-M -6-* / U -M -4'-7)V*U 

20 [i,r-if7x-;W-4-*;u^u-5 h 




###J i o n- [2- [ (v-r y 7d tr^r 5 y ) * -6-+ / u - ;w 

7-fehJa KSfflViT, ^Jfe0)J6(D2) iigfilOtSifPSff^IltCiD, S 
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'H-NMR (DMSO-de) 5 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m). 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8. 4 Hz), 8.51 (1H, d, J 
5 = 2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456[M+H] + 

Bfe£: 207-209 *C (&ftfc£F& : SfSlfihy-f 7 7°D ¥)VX-r)l) 

N- [2- [{*M V 7u M)W 5 7)* -6-* J u -4' -j* 5^ [i , r - 
io t'7x-;H-4-*M*it$ K 



Me 




1 0 N- [2- lirMVfv ¥)V7 5 / ) * -6-*/ U -;W 

15 'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d. J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 gift : 225-227 "C (ftilft&jft : mtX?)V-z?4 7 7n t!JH-xJW 

mmm 1 3 7 

N- [2- [ irM 7 7o fcMl/7 5 7 ) * 3 1 ; W -6-* 7 U =.M -6- (4-^fJV7i 
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Me 




N 



N 



X 



Me 



X 



Me 



. Me 



mm i o n- [2- [ irM v "f d tf ^7 s y ) * 5 1 ; w -6-+ y u x;n 

5 'H-NMR (DMSO-d^ 5: 1.02 U2H, d, J = 6. 6 Hz), 2.39 (3H, s), 3.02 (2H, 
m), 3.86 (2H, s), 7.36 (2H, d, J = 8. 4 Hz), 7.70 (1H, d, J = 8. 4- Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d. J = 8. 4 Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (1H, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453[M+H] + 

10 211-213 *C : Wfc&^M V~fu t^X-5MU) 

nmm 1 3 8 

6-(HDD7x - ;W -N- [2- [ <*M V T'P tf )V7 ^ J ) ^ 5^] -6-* / U 



i5 ##0U 0T-#feN-[2-[(^-ryyDtf)V7 5y)^5 l >'H-6-^y u-;w 

'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, in), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

Bfejft : 201-203 V (m&4ttitM : fttl^h^ V 7°P fc^X-x^) 
£J60!I 13 9 



Me 
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N- [2- [ irM V 7 n tf )V7 5 / ) * -6-* / U -M -4- (Mf^7i 



i o t*#7c n- [2- [ ( *m v 7 o tr;i/7 s y ) ^ j-m -6-* y u w 

5 7ir }>75 h*£ffiV>T, ^»I54©2) *«k^Jfi^l 3 8 £EfiB0jftf1z& 

. 'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d. I = 6.9 Hz), 1. 60-1.77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, J = 8.4 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 (1H, s). 
FAB(pos) 459[M+H] + 

Bb£: 184-186 *C (&£|{b£& : ISIif^^'f V 7n t?;PX-x;|,) 
1 .4 0 

4- (4-# □ n 7xr;w -N- [2- [ (v< y y o tf ;i/7 j-m -6-* y u 

15 ^JW-l-t! /, \ | Jy>^MWi K 



i o N-[2-[(^-r v/d tf;i>7s y ) *^;w-6-*y u 

7-feh7^K£ffl^T, HflS0»J 5 4 © 2 ) 43i:^M 3 8 

20 'H-NMR (DMS0-d 6 ) <5 : 1.01 (12H, d, I = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, in), 7.32 (4H, m), 7.62 
(1H, d, J = 8.1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 (1H, s). 




Me 




Me 
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FAB(pos) 479[M+H] + 

ii£ : 201-203 x: (mskitmu : #Kx?\>l/->?'f V 7* □ tf JPx-x;U) 
14 1 

5- [ (A-^u^yVM -2- (1- tf □ U vXJM 3M1/) -1H--T > H— 



##^2 4T#e>n/cx^;u[5-[(4-^D ; &^>> j jw^->]-iH-'r > h 

— ;i/-2--f ;W^^y— Jl> (lOOmg, 0.301mmol) £ h U X^^T" 5 > (0.050ml, 
0.361mmol) ©fh7tFD77> (3ml) gffik: (TCT^VXJI'sfcXJl^D 
10 UH (0.0256ml, 0.331mmol) £iP;L, 15Mjt#bfco KfKfcfcfcTa U 5>> 
(0.3ml) fciJD*., l^im 1 ^^^iP^^X^X-x^T 
«sJ£Lfc. TKSH^^U^A^lP^Stt^bfc^ SixfK'iliiL, 

(1.8mg) 

'H-NMR (CDClj) (5: 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2.4 
Hz), 7.19 (1H, d, I = 8.4 Hz), 7.33 (2H, d, J = 8. 6 Hz), 7.49 (2H, d, 
20 J = 8.6 Hz), 8.95 (1H, s). 

nmm 142 

6-7x-Jl/-N-[6-(l-eDUv J x;i/^^;U)-2-^7^Jl/]XH5 1 >75 H 



#%01J 1 8 Vntc 6-(l-tf □ U iS=L)V*?)V)-?7 9U>-2-7$>&m\t* 



5 
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'H-NMR (DMSO-dg) 6: 1.73 (4H, m), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 

(4H, m), 7.77-7.92 (4H. m), 8.20 (3H, n), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 J&& : 212-214 t: (IBa^»«t : »kx^;w^ V7W;UX~ 

^Sfi^y 143 

6- (4-/ h -N- [6- (1 - tf □ U i?~)V*?-)V) -2-^7 
3^>75 F 



10 ##09 1 8t?#^6-(l-tfP'J> ? x;i/^^;W^7^l/>-2-75> ; S'fflVi 

'H-NMR (DMS0-d 6 ) <5 : 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8.4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, i), 9.20 (1H, m), 10.59 (1H, s). 

M : 261-263 "C (*£ft{bjg% : SB&X^U-SM 7 7°P fc^X—r^) 
1 4 4 

6- (4-7;P*O7xx;i/)-N-[6-0-t!oU y-JMf JW-Z-t7f JV]-3 
20 ^>75 h* 



#*t0)J 1 8 T? 6- (1 - tT □ 'J y'^JM W >-2-7'5 > Vi 
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'H-NMR (DMSO-d B ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
m), 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d. J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, m), 9.24 (1H, d, J = 2.4 Hz), 10.63 (1H, 
s). 

5 gift : 238-240 "C (ij£Jlfc« : ilXfJh^VyD t^X-x^) 
14 5 

6- (4-* x;p 7 x x; w -N- [6- (i - tr p u x;m ^;i/) -2-x 7 x; w 

>7i= b* 



10 ##081 8T&&6-(i-fc!Dy$>x;i,;wWx7*u>-2-7S>§^ 

'H-NMR (DMS0-d 6 ) <5 : 1.71 (4H, m), 2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7.35 (2H, d, J = .7.8 Hz), 7.45 (1H. dd, J = 1.8, 8. 4 Hz), 7.74-7.89 
15 (4H, m), 8. 12 (3H, m), 8.44 (2H, m), 9.23 (1H, m), 10.62 (1H, br). 
m ,6 : 260-262 *C (&gfc£& •■ SfSlfiky-f V 7°D If^X-xJW 

mmm 14 6 

6- (4- {7 u a 7 x - ; V) -N- [6- (i-tfDU v - ;m 5=-; W -2-x 7 -n? 
>7 = H 



##0J1 8T$fc6-(l-h!DU?xjloWWx7*l'>-2-75>£JBV> 
T» HWJ54CD3) tmtii<DWift&ft5Z..£\Z&r)s »ffc&t)£&M> 

'H-NMR (DMS0-d 6 ) <5 : 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (1H, 




20 
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dd, J = 1.8, 8.4 Hz), 7.61 (2H, d, J = 8.4 Hz), 7.76-7, 88. (4H. m), 8.23 
(3H, m), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
MA : 270-274 *C : BftfcX^-SH' V~fu VJVJL-'rM 



5 mmmi 

(1) 1 T*nz>ntc4tGW 5 0 mg 

(2) 3 4mg" 

(3) b^^un^mB 1 0. 6 mg 

(4) h^^anvM («D^) 5 mg 

10 '(5) XrT'J^^^A 0.4mg 



(6) ^)V^^^)V J Z)VU-7,tl)V^h 2 0 mg 

fh 1 2 0 mg 

15 

###J1-1 yy MBS**cDNA*ffl^fcPCRffiC«fc*7^ h SLC-1 
cDNA (Dit^I 

5 y MBS* poly (A) 4 RNA D->x>y Mtb^ 7>^A7 
7^-7-Sffl^T2?(E^SJ56Sff^ofc. iS<E^jRJ&&» RNAPCRver. 

lfe<t^2 0^DNAy7'1'-7- ; &ffl^TPCR^^ c t5Ji'li?:ff^ofCo 

^©^njte^©5' wcfsypis^ sai i ©isirrs&gK 
25 «k5t» 5' 3' <nic-?-n^noftiJBB»aioKStfiB^J*#inufc. s 

cDNA#£! 5 k^DNA^f -7-&0.4 ^ M,0. 25 mM dNTPs, 
pfu (^7^y->ti) DNA#U*7~t?0.5 m 1 *J;^l:#iO/Vy 
7 50 jx 1 thtz. mm<Dfcft<DlM 2 MZ-V— t;HM 

/7^_ (/1-^>xjUT-^t) fcffll^ '94*C • 6OfJ>®M&0&. 94*C • 60 U\ 
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60*0 • 30 g\ 1TC • 150 fj>0lH t7)VZ 35 @» 72T3T 10 #Rg 

5 if A cDNA W#©&£EJO0#ffiK<k£ii'IB cDNAiE?0©5iiS 

###J 1 - 1 Tftfcitc KV&(DK]fom%)\t 0. 8 %<D&&j&7#u--7>? 

£ts|iKUfc. PCR-Script™AmpSK(+)^o-->^y h (X^7^y->tt) 
10 omttW,^, 0iKLfcDNA £^7*5 F^^-pCR-Script Amp SKC)^ 
-jj-y^D— unSXi/xUkT PU ( Escherichia col i ) XL-1 
Blue (Xh7^y-» K&AbTWIfc&bfc^ cDNA jf Af&r)t£8o£ 
P->£7>tf->U>:f3cfctf X-gal £^tHBJ|^J&ift#-C3ftU 6fi£M 

?%9u-><Dttwm\siz^w&*mvzftms* jbshe&#e. con 

15 XL-1 Blue/7 y h SLC-1 m*<D>7 U->&7>\Zi'V LB Jg 

i&T— ifcig^U QIAprep8 mini prep (3=-7y>tfc) ^^ViT^^T;^ h* DNA 

StflBrSfTfcV^ #A$ttW5£&#cDNA^fr©*#££5l&b;fc.. 
Il^JcD&£0£:#><DlxJfcteDyeDeoxy Terminator Cycle Sequence Kit (A°— 
20 *>x;i/7-*fc) £/8HTfrfcV>, mft5£SKr>-*>1^£JB^T#fftU 

SLC-1 *>/1£S (IB?'J## : 3) £p- FT5 cDNASB^iJ (Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) O 5* W\Z Sal I MSBWttiDU 3' M\Z Spe 1 MK3W#Jjn 
25 bfcJtfira^J^-Sfrs^tSWKUfc (SS^iJ##: 4) o 
###J 1-3 77h SLC-1 %m CH0 «<Df£g! 

##0|J 1 - 2-vm&\tm&2ti1t7 y MHS#® SLC-1 (D^fi75 y 
^p-KU 5' fcSal IiBsSfiEWftinU 3' fflJKSpe I ME 
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coli D Plasmid Midi Kit (*7y>tt) SfflV^T^^S F£ 

Bisiiy, »^msai i*3«ttfspe iT^bT-r >-y— h^^omt 

5 ifclK&frfcoTlElJKl/fc. UGH >D— hDNA£Sal I£<fctfSpe I T®m 
Ltcmmnmmm^Z?-'??^ FpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)15®© pAKKOl. 11H 
t|^-0^^-^5H) Kim*., T4 7-fy-7. (MB) *fflViT7 

-ry— >a >&frfcv^ h pakko- slc-i *«sgufc. 

10 pAKKO- SLC-1 ~g%?ftl£&lfc E. col i DH5( h—H-#-) Sgg&Plasmid 
Midi Kit (+7y>tt) SJflWr pAKKO- SLC-1 <Z)7°^7>5 K DNA SflMfilyfc. 
£ft£CellPhect Transfection Kit (7*7^^ A7 7JUT->7/W :*T-#tt) 
*fflV^#©^o baJMcfeTCHO dhfrlfflJ&t^ALfco 10 //gCODNA 
& U Jl'S'tf A U 24l^rataC5 x 10 5 £fctel x 10 6 

15 BO CHO dhfrm£Mb/c 10 cm v^-l/fC^flnLfeo 10%^->MJfil?f 
S^tTMEM aMTl BI«J&*b£&» «U 10%^#r7 
vJ^Slfilfif ^tT^SR^ MEM aigWtLfc. jliRM+TJf ?SbT< 
3 SLC-1 585! CHO »TWIS«JSC3 D--56 £ D->£jI&LfCo 
1-4 h SLC-1 U-fe^-SSKnRNAOfg^SOSViCHO/ 

20 SLC-1 ffllfiticOilft 

##0)J 1 - 3 Xm^ntz CHO/ SLC-1 W 56 £ □->ot'§7 y h SLC-1 
U-fe^— SSR mRNA056Sfi* Cytostar T Plate (7^ytA'7 7Ky 
7/W*x^a) ^#©7°n hDjUtfcTOTOcfc-SCiHSLyfc. 

CHO/ SLC-1 *fcC9&^D->£Cytostar T Plate (D&well (3 2.5 x 10 4 {iT 

25 oiiiT24Pfr«t^, iox*;i/TU>fc:<koTiaaiia*@3ti/fe. & 

well HO. 25% Triton X-100 S^iPbTffllJiaoSiatt&fetffc^ !i S7^ 
htzW&m^: 5 0riboprobe*Jn^.T/W^U^<X$-&fc. 20 mg/ml CD 
RNaseA£&well fciDTLTiEBlO riboprobe &iB{bU7V- h££<»L 
/W^U^Xbfc riboprobe ©ft|JfiH££ Topcounter 
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feSf8H£0fiVM*J&*iiiRNA SgSS#ffi^.nRNAS83&g0iSV> 3 £P->©*fr 

«f££D~>#-*M4 ££UflV>fc. 
###J 1-5 k h SLC-1 cDNA £^tr:/7X ^ H©¥Bi 
kM&JBlE8*#cDNA library (SUPERSCRIPT™ cDNA Library ;GIBC0BRL ^fc) 
5 Genetrapper cDNA positive selection system (GIBCOBRL ft) ©VXn.7 

JUlfoT , 7 7-^ Fl X>K^^l/7— tf*fflViT, DNAICnick^An 
fct, l->i'Jt7 3U x+V^^kT— fe* III T^fc-TS^tJCiD. 
. 1 *Hk MI&ieiH** cDNA library $Wfc. 

Kolakowski Jr. & (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 
10 pp. 253-258) <Dm&\Z&-3KXft9tL1ttiffl&^ : 6 <D&&*V P** $ 

^h* (accession No. U71092 © 1434-1451 fctBS) ©3' *Jgt biotin-14- 
dCTP £ Terminal Deoxynucleotidyl Transferase ^(^TftfiDU b i o t i n <b 

15 1 *«k hfl&ieiKft*cDNA library 4 m g * 95^"? 1 ##iBLfc&, 3K± 
Tiftl, biotinfl^'J^^M-^K 20 ng £JD*, 37t:T 1 BSKU Mtt 
A-f 7 U 9<i if- ~> a > A 777 — TA-f 7 U ^-f X Lfc. 7. h V~fY7\L 
Vy\L— X&ttiX, MAGNA- SEP Magnetic Particle Separator (GIBCOBRL ft) 
£ffl^T> biotMfcrtUn^l/^KKA-f ^J^Xbfcl *IIk r-fl& 

20 JSIHfcSfecDNA £#8tU Kolakowski Jn SOffift (Kolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258) £S^Tf£jSb£iB?!l## : 
7©£j5£:*U=f*£M'3 1 K (accession No. U71092 CD 1011-1028 fcffiiS) 
50ng*y^-<-7-(CbT-7Xa7;i/«-pT^M^^t, 2 #$87^7, 

25 1-6 #BIL/fck h SLC-1 cDNA fc^tTT^XS KaJfiSBBflUBftJt 

1 - ST^enfcy^T.S K £ ELECTR0MAX™DH1 0B™Ce 1 1 s 
. b ptf l/—>3 >teT3M.UTJBfiiEftLfci& cDNA P- 
>£7>tfv'U>&.tf X-gal S-StyLBStSSflgJUl+TaftU 
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DH1 OB/hSLC-1 ®^©^P->^7>tfv-U> LB i&JftT-SfeiS 

ftU QIA prep8 mini prep (+7y>tt)&ffl^T^7X5 H DNA*«KL 
fc. $gi£i£#lft5£0fc#0EJSfck DyeDeoxy Terminator Cycle Sequence Kit 

5 6B?!I##: 8I^TSHW#e>nfco HCfc^fcttfc 

^ggBW3-H-r-57^/^@S^J (@E?>J#^: 9) Lakaye £<2fg£ 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
tC&wr, b h SLC-1 0K7!l£ < gtJk h^feftDNAU^J (accession 
number :Z86090) SfcfcfcLT^y h SLC-1 ^6««l$nfcBB9!lt bT3f5££ 
10 ftTUfcb h SLC-1 7*;mmmtfegti.oT&?). mj£MW<D2<o\Z 69 s. 
64 75 /Bfc±«EfcSl&3 fOTT** ATG flfmRNA ±T#£T5 L 

Escherichia coli DHl0B/phSLClL8 £ I FO£c£tfN I BHI^fEUfc. 
###J 1-7 b hJI&SBE* * cDNA Vifc PCR fefc«fc 5 b h SLC-1 cDNA <£> 

15 Jtitii 

y-> b 7 y ^llj; 0 D-->^$nfc t h SLC-1 DNAffiEIS^tT 
/7^5HMiU SB?iJ#-^: 1 0*5J:r^l lO^DNA^-f T— t 

S^tt-enfrfcofc. ftl^©*t<!SDNA£b h SLC-1 (S) <h, l£#CD*ii|gDN 
20 A&kh SLC-1 (L)t^Uc. ^jfcDNA^^-teS&ttSafcaiRSft 

K#^Sal I ©BgU-r*ifiSS?J**#JDSn. *fc3* fflfltlHliB»* Spe I. 

KB*©K»E3?iJSr#Jnbfc. b h SLC-1 (S)m®<DELl&til<D&&\Z* b h 
25 SLC-1 DNASB^fc^tfT^T^ K»S 5 /iK DNA 7^ 0. 4 

MM, 0.2 mM dNTPs, pfuDNA#U*7— £0.5 /z 1 fcitfU&fcttfllony 

£7- (/t-*>x;UT-tfc) £/BK 94*C • 60 fJ>0in8a<B& 94*C • 60 
57t>60#, 72TC • 150^ (DIM 9 25 EKSDSSU 72*C -10# 
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ftMLfc. t h SLC-1 (L)^©£j»©iMte> t h SLC-1 DNAIE 

90*^^7^ 5 F&fM 5 u K^DNA7 P ^-rv-^0.4 /i M,0. 2 mM dNTPs, 
pfuDNA#U^5— 1?0.5 # 1 *iMH#I©A7 7 7-T, ^S^fite 

50 m i iLfeo iggofc*©^^;^^- Tjni--f^7- (/\°-4>x;i/ 

5 -7 SrfflV\ 94*C • 60 g>©iDf»©&, 94*C • 60 60^ • 60 72*0 • 
3#©1M£;1/£25|5|*B!)jIU S&fc 72"C • lO^fibfc. 

#%0iJl-8 PCRj»©:/7X = H^^-^c9iJ-^n-n>^43it; 
10 A cDNA &#©iSaB2?iJ©#tt£±5*i*I cDNAS3^J©5Sig 

7x;-;v- ^□□*;UA&aj, x*y-;i/Sfcia<£?T&:oTDNA 

SEJiRl/fc. PCR-Script™AmpSK0)2D-->^y h Uh7^y->ffl 
15 ©^«Vi, IsIiRLfcDNA^y^XS K^^^-pCR-Script Amp SKO'N 
1t7*£n — X >tfLfco utl^XyxUk7 □ U ( Escherichia coli ) DH5 
a competent cell (b-3-#-) fci»AbTJgStlg&bfc&, cDNAifA^f 

S&£M-f 57 D->0^£M^L£o£^&£ffl^T#gtU t h SLC-1 
20 (S) (DMWfcWkfolL con DH5 a/hSLC-1 (S)tth SLC-1 (L) ©J^SHBSi^ 
coli DH5 a/hSLC-l(L)^#fco {ffl*©£n->£7>fcf->U > S^tT LB #*ft 
T-Sfei&^U QIA prep8 mini prep (*7^>#) Sffl^T^X^ K DNA 
£Sigibfc. WHILyfcDNAO-a5*ffl^TfHI8®*Sal I&cfctfSpe I C«fc 

25 @2?>J©&£©fc#>©J5Jfote:DyeDeoxy Terminator Cycle Sequence Kit (A— 

fc. *§£ftfc7D->©8S?Jte> t> SLC-1 Se^SHSfcl/TSByUS^ : 
1 O&cfctf 1 l©£$DNA7°7^V-T«£ft3^#DNAie?iJ 
f : 14) &J;tft h SLC-1 ae^&ttSttTlB^J*^ : 1 2££tf 1 3 
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###J 1-9 hh SLC-1 (S)%5E CHO tt^ctt^h h SLC-1 (L) W% CHO HJ® 

5 1-8 TI2W5if&£*lfct h SLC-1 (S) <h, t b SLC-1 (L) i>m\% 

tlfcZfyX^ \ t \z£oTMWm&2nrzJL_ coli <D2n->£.K) Plasmid 
Midi Kit (*7y>#) ^fflViT^X= K&HIKU M^Sal I 
tfSpe I T^UT-I'^- h^^Otlib/c. -f >U— h DNA 

10 m. 7iy-;v-^an*Miiii, x*y-;w£jK*frfcoTiEiiRb&. 

ZL<D^C >V— h DNA £ Sal I£«fctfSpe I TWBrbfcS&ftfflJ^S/fl^* * 
— KpAKKO-lllH (Hinuia, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)f2*&£> pAKKOl. 1 1H tm-O^Z ?-7?ZS. H) 

15 H pAKKO-hSLC-1 (S) t pAKKO-hSLC-1 (L) £flt&Lfc. 

pAKKO-hSLC-1 (S) &<fcl£ pAKKO-hSLC-1 (L) TJ^fUgft b& ]L coH DH5 a ( h 
-3-#-) Plasmid Midi Kit (*7y>tt) £ffl^TpAKKO- 

hSLC-1 (S) £ pAKKO-hSLC-1 (L) ©y^* S h* DNA £ML£„ Cel lPhect 
Transfection Kit (7T'>tA77Ky7mtf ^t) £JlV«t<D:/ 

20 □ h^UdfeTCHO dhfr«KagAb£. 10 ^ g (D DNA &>J >m.fJ)Vz/ 
VAt<D&tt.MMWitL, UtifmmzS x 10 5 £fctel x 10 6 <@©CH0 dhfr 
KffllSSitabfclO cm S^-Wd&bnbfc. 10%^vJ^J£Mif£^tf MEM a 

^trSK^MEM aMT«#b£. ^*R^4 , TiimbT< -5 fc h SLC- 
25 1(S) ■tfe : ?SACH0mT*2>M^lffllS©nD--56^D-.>^ < i:lX, 
t h SLC-1 (L) ®e j ?^ACH0ttT-$»^^M^«^3D--61 

1-10 hh SLC-1 <S) t h SLC-1 (L) mRNA ©56SSOifiSVi3t 

e^Aam&Koaft 
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#1 1-9 T^lL^nfc CHO/hSLC-1 (S)<* 56 $ D->:fecfctf CHO/hSLC- 
1(L) 44c 61 £D->©nRNA <DW%M& CytostarT Plate (7"7ytA77JV 

bfec CHO/hSLC-l(S)tt*«k^CHOASLC-ia) □ ->£ Cytostar T 

5 Plate well 2. 5 x lOW^MLT 24 ^K^SIbfc^ 10%*;i/7 
U>t<fcoT*fflJia*H€bfc. &wellK:0.25% Triton X-100 £§sJdLT3 
HaoSiSttSftJffc^ 35 S ^^;i/LfciH?iJ#-^ : 1 6<D riboprobe £2rax.T 
A-f ^U^fXSitfc. 20 mg/ml © RNaseA well (CjP^TM© 
riboprobe SH&tU :7>- b£,£<ife#bfd£, /Vf ^ XU£ 
10 riboprobe ©ifel*«tt*TopcounterTSa^l/fc. ttl^ttOifGWfatfmRNA 
^ft^if^o mRNASSSIfi£>i^7^D->0W£>> — 
57 

15 -X HigttOiBlJt 

##091-1 0Tt§6tlfek hSLC-l^CH0iBSa^P->57^ e kr/## 
001 -4T*§&nfc7y h SLC-lH§t CH0M^n->44 fcffl^T, J^T© 
^felCfc DWi#£ill84Lfc. 5 mM EDTA(X^l/>v75 >E9»BI) Sr^iQU 
fcU >TO«£3I&&7k (pH 7.4) (Ikh> te&tfyy h SLC-1 ^CHOM 

20 J&(lxl0 8 <@)£#)S£-fcr, St'frLfc. Iffliao^Uu/ 7 7 

-(10 mM NaHC03 , 5 mM EDTA, pH 7.5)£ 10 ml in*., #U hoy^^v 7 ^ 
<1f-^fflViT*^^^-hbfCo400XgTM5^3i^bT#e>n/c±m^ 
$ 5> t lOO.OOOXgT 1 ^KSii>U,K®^OttiR^*^fc. ^©ttJRft* 2 ml 
O7yWy7 7-[50 mM Tris-HCl (pH 7.5), 1 mM EDTA, 0.1% BSA(^ 

25 ■i'ti&tHTfr'? ^ » . 10 mM MgC12. 100 mM NaCK 1 u M GDP (^7/~»5' 
-~U>l?),0.25mMPMSF(7x-;U^5 1 ;l/7>Jl/*njl/7;^^-r H), 1 mg/ml 
*-fW?>* 20 mg/ml D-r^T^X 10 mg/ml 7t77^7^ H>]l:i 

?su loo.oooxgT i i$H3aifrbfc. fcmvjtisTmw-snitBmft&ftTfi 

20 ml ©7yfe-f A'777-l:llU -80° CT&#U {£ffl©& 
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¥U>&QMK7U-Y\Z, 7^-t^A7 7 7-T^UfcSLC-l »S CHO 
171 At 1 *ft&LtcWi, DMSOMT«bfc 3xlO- ,0 M M.CH 2 u K 
5 ®^M^«f?tfeW<b^«2 At K £<fcm 35 S] -Guanos ine5* -(r 
-thio) triphosphate(^--ft:^D n p &SD 25 u 1 £\ ^ft-^nSsinb&Gttl 
MHiig:20 (z g/mk [ S5 S] -Guanos ine5' -(r-thio) triphosphate « : 
0.33nM)c HOK^ffi* 25*0^1^ 9tftlsfc&e>Rl&Zlk1t& 7*777 
^;i>*-(GF-C)£J8V*T!ft3l33fiU £ (50mM Tris-HCl glffiig 

10 PH7.5) 300 ac n?3®ife»bfc. ^777^M-l:S*-»5 1 H^-^ 

50mi mab, m^rcttMm&zm&^>^i/->'3>%v>*-T?mfeLito 
mmLrztt (Dm^mm / (mch &ma brctz ottitistt -dmso 

JObfc xlOOtLT, (%) 7&>Sfc£«l©IC S0 

15 M*3¥tflLfc. 



jb^lgg; IMfctt OCj o lj nM) 

gam 5 



it^m (i) > (r) *3«tt;-tne>o*fitt» ffinfcMCHS§#tsttM 
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1. S 

Ar 1 — X— Ar— Y— NC „ 



5 K^, Ar Hig&g£^LWT*>£^5!$g£ ; 
Ar fcm^&WUTlvrfc«fcl>l8££ll£3Sr§l!i& ; 

Y t £ £B&£ * W t X V^T «k t^3S3)Mg5fcig £ b T T t> «fc < , R 
2 OT&T6^IiC^ Y££tf Ar ££t>fcgftS£WLWTt>J:V^-g 

mom 

5. ^ 
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Ar'— X— Ar— Y— N( (l') 

! \ -f'" 

XHSCONR 8 , NR 8 CO (R 8 tezKI§M^ AP^>^$nWTfc«fc^ C ,_ 6 
7MJk AD'y>ft^tlTViT'b«J;ViC 1 _ 6 7;l/*;i/-#;i'fc>>k AD$* 
5 XfcStlTViTfc £V> C ^ey^^X^^Sr^l") . OCO Sfctt COO * ; 

v^-ffc7K5)is*w-r3&\ r 1 £ r 2 timmtz&mmTt t>cssis*wu 

10 ' T^TfeckV^^^^^^Tt)J:<, R 2 M^-r?>gmJ!fT^^^ 

2 }«t5gillf, Y££tf Ar tfbCIftSSfl/T^TtiJ:^ 
SUSS^SRS^L/WT'b.fcVi. fc£U X^CONR (R«7K$jr?S:fcttC 
1 _ 6 7JW1/=&^T) T-&£<h#, Ar«/\oy>, fcKa+">, C 1 _ 6 7;U 
15 C ^jTi^^y^^m Sfctt 2 ifLT^Tt) «fctM > 

K-;i/^fe^>X^it7-^t?^< ; X^CONHT&St^, Ar &7;i/ 

+jk 7;pn^^*«k^Aby>j5^6>a«nsiiiftS£ : &UT^T ! b«kVi4 

>T&< ; X^COOT!**^ Ar M*@&g£#LWTt><fcV^#i£g 

20 -e&v>. ] ^snsM^fciw©^ 

6. X 1 5^C0NR 8 *fcttNR 8 C0 (R •ttzk&ISC^ ADy>{fc$nT^Tt>«fc 

^ c 1 _ 6 7;w^ Any>fb$nx^T i b«k^ c 1 _ 6 7;WP-*;^-;k 
AD^Xb^nT^T^ct^c 1 _ 6 7;w^;i/^-;i/2:^T) t?*o» r 1 

£> «fc Of R 2 tfim-ti tz tegteo TtK&EC^ * fcteB&S LT V>T fe «fc ^ 
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9. Ar W AP^HC^, AP^>-fb^nX^Xt)cJ;ViC a _ 6 7;W^J; 

10. Ar ^ S&g£WLXVvrt>£V>C 6 _ 14 7U-;i/Xtt&£nxV>X 

1 1 . X *** CONH Sfctt COO T?*5ft*S 5|Btt©ft'&te. 
15 12. ArX^$n?)^^^#^^ic9^^Ll4©^^^ 

1 3 . Ar T^$nS!RI^5gS3Sr*5ltd* 1 0 M&%£m& : %mmmmx$> 

1 4. Ar ^snsffi^ssa^ssttf*/ u yztztei-ytvy-zhm 
20 3fcE5ta«©{t£<to. 

15. X^CONR^fcttNR'CO (R 8 ^**^^ AP^X^nX^X*) 

cfcvi c !_ 6 7;u^;k AayMb^nxvixfectvi c ^.r^-^M- 

;K AP^>ft£nxv>Xt>=fcV>C 1 _ 6 7jl/*;U7Jl'*~;i'£^T) X&9, 

25 16. YX^£n3±3I(Dm^§&l&V>L6©;^-- tr-#, -0-, -S-, 
-CO-, -SO-, -S0 2 -, -NR 8 - (R 8 ^7K^1E^, AP^rXt^tlXV* 

xfcctvi c j_ 6 7;wk AD^XbsntuT'bJ:^ c .^yjv^^-tDV 
#-jk /\Dy>{b$ntuTt) c ^jTJW^j^-^s^t) 
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1 8. R 1 tR 2 t^l»S5-r«$lfelS : Pt , bK:gmS*5rUTV5Tt>«k^g 
5 19. ^^^^;^u>, tf^u^x tf^^^x hfnu> ? >. 

U-^/'JyX 1H— f$*V-;U, 4,5-^kHP-lH— Y = 

2, 3-^t h* P-f > H-Jk 1. 2, 3, 4-x h 7 1 h* P*7 U >£tz\t 1, 2, 3, 4 

-xb^tHP-fy^/U >T&3ff 3<S 1 8 IB*®^*. 

10 2 1. t&3fc« 5 WMlV>\\&W7°U Y 7 V 

2 2. 4*-i7DU-N-[6-[(N, N-v^^75 7)^^Jl']-2-^-75 : -;W[l > l'- 

4' -7 p p-n- [6- (l- tr p u >?:=jm w 7 ?M Ci , 1 ' - M 7 x W - 
15 4'-7;i/^P-N-[2-a-hfPU'>*n;i/^^;i/)-6-^y U-;W[i,r-t*7xr 
4' - d-n- [2- (i - tf^ u w -6-* y u D,i'-f7ir 

4" -7 a P-N- [2- [ (2-* 3MW4, 5-v t F D-lH-f S $V-;i/-i~f M * ^ 

20 ;i/]-6-*/ >j-;w [l, r-bi7x^;H-4-^;i/#^5 F ; 

4' -7 P P-N- [2- [(2, 2, 6, 6-r h ypWM-tf^U ^^;W-6-^y 
U-;W [1, l'-t:7xn;U]-4-*Jl/^^it^ H ; 

4- (4-7 P P 7 x =.) V) -N- [2- (1 - b? o <J * 3=- J W -6-+ J 'J W - 1 - 1! 

25 N-[2-(l-tfP U i?-)V*T)V) -6-* / u -;w [1 , 1 ' - If 7 x - J W -4-* 

6- (4- * 7 x =.)V) -N- [2- (1 - M U 'J v ~ )V * ? J W -6-* / U - 3 
>75 K ; 

4-(4-/h+y7i - J W -N- [6- (1 - tf P U S> - ;M -l-f 7 -1 - tf 



WO 01/82925 



200 



PCT/JPO 1/036 14 



6-(Mh^y7i -;W -N- [6- (1-fcf □ U y^JV^fJW -2-^- 7 
>75 h* ; 

6- (4-^ 3^ 7 x-;w -N- [6- a- tr □ u -2-7- 7 j W -3?> 

2 3. iC: Ar 1 — H (XII) 

y Rl -- 

L— X— Ar— Y— N( (XIII) 

Ar 1 — X- — Ar — Y — N { ) (C) 

16 2 4. gftfflfflSOT&SBfcfcE 1 iB®<D#J 0 

2 6. 5£ 

Ar — X— Ar — Y— NC ; m 



WO 01/82925 



201 



PCT/JPOl/03614 



[5£<K Ar MafiftgfcWbT^TfcJ^SitfSS : 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723WO0P 
<150> IP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly. Pro Asn Ala Ser Asn 

1 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly lie Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He lie Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe lie Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala lie Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser lie Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcctgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc 900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212>RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 2 ^ 2 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 






<211> 18 






<212> DNA 






<213> Artificial Sequence 


<220> 






<223> 






<400> 7 






cctggtgatc 


tgcctcct 


18 


<210> 8 






<211> 1275 






<212> DNA 






<213> Human 




<400> 8 






taggtgatgt 


cagtgggagc 


catgaagaag 


ggcagcggct 


gccaggctac 


ggaggaagac 


ggacaaggtg 


gcaggcgctg 


gaggctgccg 


cggilgtggg 


agcaggcgac 


cggcactggc 


actggtccca 


acgccagcaa 


cacctctgat 


cctcctcgca 


cggggagcat 


ctcctacatc 


atctgcctcc 


tgggcatcat 


cgggaactcc 


aagctgcact 


ggtgcaacaa 


cgtccccgac 


ctcctctttc 


tcctgggcat 


gcccttcatg 


cactttgggg 


agaccatgtg 


caccctcatc 


agcacctaca 


tcctgaccgc 


catggccatt 


lettccacga 


agttccggaa 


gccctctgtg 


ctctccttca 


tcagcatcac 


ccctgtgtgg 


ggtgcagtgg 


gctgcggcat 


acgcctgccc 


ctgtaccagt 


ttttcctggc 


ctttgccctg 


aggatcctgc 


agcgcatgac 


gtcctcagtg 
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ggagtgggga 


gggcagttgg gcttggaggc 


60 


ccccttccca 


actgcggggc ttgcgctccg 


120 


cagcctgcgt 


gggtggaggg gage tc age t 


180 


tggatggacc 


tggaagcetc gctgctgccc 


240 


ggccccgata 


acctcacttc ggcaggatca 


300 


aacatcatca 


tgccttcggt gttcggcacc 


360 


acggtcatct 


tegeggtegt gaagaagtcc 


420 


atcttcatca 


tcaacctctc ggtagtagat 


480 


atccaccagc 


tcatgggcaa tggggtgtgg 


540 


acggccatgg 


atgecaatag tcagttcacc 


600 


gaccgctacc 


tggccactgt ccaccccatc 


660 


gccaccctgg 


tgatctgect cctgtgggcc 


720 


ctgtatgcca 


gactcatccc cttcccagga 


780 


aacccagaca 


ctgacctcta ctggttcacc 


840 


ccttttgtgg 


tcatcacagc cgcatacgtg 


900 


gcccccgcct 


cccagcgcag catccggctg 


960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact a-tgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggl gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Yal Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He lie Gly Asn Ser 

115 120 125 

Thr Val lie Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT' Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr lie Leu Thr Ala MeT Ala He 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu lie Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala lie Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

40.5 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg aectggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tct.tcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcalccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc 
ttgggctatg ccaacagctg cctcaacccc 
cgcaaacgct tggtcctgtc ggtgaagcct 
aacgctcaga cggctgacga ggagaggaca 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa 
cggcagcggc tgccaggcta cggaggaaga 
gggacaaggt ggcaggcgct ggaggctgcc 
tcggttgtgg gagcaggcga ccggcactgg 
cactggtccc aacgccagca acacctctga 
acctcctcgc acggggagca tctcctacat 
catctgcctc ctgggcatca tcgggaactc 
caagctgcac tggtgcaaca acgtccccga 
tctcctcttt ctcctgggca tgcccttcat 
gcactttggg gagaccatgt' gcaccctcat 
cagcacctac atcctgaccg ccatggccat 
ctcttccacg aagttccgga agccctctgt 
cctctccttc atcagcatca cccctgtgtg 
aggtgcagtg ggctgcggca tacgcctgcc 
cctgtaccag tttttcctgg cctttgccct 
gaggatcctg cagcgcatga cgtcctcagt 
gcggacaaag agggtgaccc gcacagccat 
ggcaccctac tatgtgctac agctgaccca 
tgtctactta tacaatgcgg ccatcagctt 
tgtgtacatc gtgctctgtg agacgttccg 
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t t.tgtct act tatacaatgc ggccatcagc 900 
tttgtgtaca tcgtgctctg tgagacgttc 960 
gcagcccagg ggcagcttcg cgctgtcagc 1020 
gaaagcaaag gcacctgaac tagt 1074 



gggagtgggg 


agggcagttg 


ggcttggagg 


60 


cccccttccc 


aactgcgggg 


cttgcgctcc 


120 


gcagcctgcg 


tgggtggagg 


ggagctcagc 


180 


ctggatggac 


ctggaagcct 


cgctgctgcc 


240 


tggccccgat 


aaccicactt 


cggcaggatc 


300 


caacatcatc 


atgccttcgg 


tgttcggcac 


360 


cacggtcatc 


ttcgcggtcg 


tgaagaagtc 


420 


catcttcatc 


atcaacctct 


cggtagtaga 


480 


gatccaccag 


ctcatgggca 


atggggtgtg 


540 


cacggccatg 


gatgccaata 


gtcagttcac 


600 


tgaccgctac 


ctggccactg 


tccaccccat 


660 


ggccaccctg 


gtgatctgcc 


tcctgtgggc 


720 


gctgtatgcc 


agactcatcc 


ccttcccagg 


780 


caacccagac 


actgacctct 


actggttcac 


840 


gccttttglg 


gtcatcacag 


ccgcatacgt 


900 


ggcccccgcc 


tcccagcgca 


gcatccggct 


960 


cgccatctgt 


ctggtcttct 


ttgtgtgctg 1020 


gttgtccatc 


agccgcccga 


ccctcacctt 1080 


gggctatgcc 


aacagctgcc 


tcaacccctt 1140 


caaacgcttg 


gtcctgtcgg 


tgaagcctgc 1200 
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agcccagggg cagcttcgcg 


ctgtcagcaa 


cgctcagacg gctgacgagg agaggacaga 1260 


aagcaaaggc acctgaacta 


gtt 




1 983 

1 LOO 


<210> 16 








<211> 420 








<212> RNA 








<213> Human 








<400> 16 








caaaagcugg agcuccaccg 


cgguggcggc 


cgcucuagcc cacuaguuca ggugccuuug 


DO 


cuuucugucc ucuccucguc 


agccgucuga 


gcguugcuga cagcgcgaag cugccccugg 


1 OA 

1ZU 


gcugcaggcu ucaccgacag 


gaccaagcgu 


uugcggaacg ucucacagag cacgauguac 


180 


acaaaggggu ugaggcagcu 


guuggcauag 


cccaagcuga uggccgcauu guauaaguag 


240 


acaaagguga gggucgggcg 


gcugauggac 


aacuggguca gcuguagcac auaguagggu 


300 


gcccagcaca caaagaagac 


cagacagaug 


gcgauggcug ugcgggucac ccucuuuguc 


360 


cgcagccgga ugcugcgcug 


ggaggcgggg 


gccacugagg acgucaugcg cugcaggauc 


420 
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